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to  restore  useful  function  in  the 
arthritic  patient 

Celestone 

(betamethasone^?^) 


CLINICAL  CONSIDERATIONS.  Indications:  Celestone 
(betamethasone,  Schering)  is  indicated  in  the  manage- 
ment of  various  allergic,  dermatologic,  ocular,  rheu- 
matic and  other  conditions  known  to  be  responsive  to 
corticosteroid  therapy. 

Dosage  and  Administration:  The  dosage  of  Celestone 
(betamethasone)  must  be  adjusted  to  individual  patient 
requirements;  i.e.,  severity  of  the  condition,  anticipated 
duration  of  therapy,  tolerance  to  the  steroid  and  re- 
sponse obtained.  The  lowest  effective  dose  should  be 
employed.  When  corticosteroid  therapy  is  no  longer 
required,  the  dosage  of  this  drug  should  be  reduced 
gradually  and  then  discontinued.  Withdrawal  of  therapy 
should  be  gradual.  Package  literature  should  be  con- 
sulted for  detailed  dosage  schedules. 

Precautions:  Although  Celestone  (betamethasone)  dif- 
fers significantly  in  potency  and  electrolyte  effects,  it 
is  a corticosteroid  and  hence  is  potentially  capable  of 
causing  any  of  the  reported  side  effects  of  other  such 
compounds.  As  with  other  corticosteroids,  recurrence 


of  complications  of  peptic  ulcer  may  occur  during 
therapy  with  this  drug.  Package  literature  should  be 
consulted  for  details. 


Contraindications:  Active,  questionably  healed,  or  sus- 
pected tuberculosis  and  herpes  simplex  of  the  eye  are 
absolute  contraindications.  Discretion  should  be  used 
in  administering  Celestone  (betamethasone)  to  preg- 
nant patients  particularly  during  the  early  months. 

Use  of  this  corticosteroid  in  the  controlled  diabetic 
patient  should  be  closely  observed.  In  individuals  ex- 
posed to,  or  in  the  active  phase  of,  exanthematous  dis- 
ease, it  may  be  desirable  to  discontinue  all  corticos- 
teroid therapy. 

For  complete  product  details,  consult  Schering  lit- 
erature available  from  your  Schering  representative,  or 
Medical  Services  Department,  Schering  Corporation, 
Union,  New  Jersey. 

Packaging:  Bottles  of  30,  100,  1000.  Tablets 

of  0.6  mg.  each.  • TRADEMARK  Ce>S38>J<PR 

SCHERING  CORPORATION  U.S.A. 
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hypertension 


TO  CONTROL  HIGH  BLOOD  PRESSURE  GENTLY,  EFFEC- 
TIVELY, ACCEPTABLY 

Versatile  in  indications — recommended  In  sustained  es- 
sential hypertension,  and  in  those  labile  forms  unre- 
sponsive to  sedative  therapy. 

Effective  ‘‘around-the-clock’’— continuously  and  signifi- 
cantly reduces  lying,  sitting  and  standing  pressure;  simple 
dosage  adjustment  can  prevent  morning  hypotension  with- 
out sacrifice  of  afternoon  control. 

Conducive  to  normal,  everyday  activities— works  while 
the  patient  works;  exercise  hypotension  and  diurnal  biood 
pressure  variations  rarely  occur. 

Facilitates  smooth  moagement— ease  of  administration; 


liberation  from  critical  dosage  titration;  low  incidence  of 
side  effects. 

Oriented  towards  the  ultimate  goal  of  antihypertensive 
therapy— helps  relieve  the  vital  target  organs  from  the 
strain  of  hypertension  by  effectively  lowering  blood  pres- 
sure. 

Supplied:  Tablets  Aldomet  (250  mg.  methyidopa,  each) 
in  bottles  of  30,  100  and  500. 

Note:  Detailed  Information  on  dosage,  administration.  Indica» 
tions,  precautions  and  bibliography  is  available  on  request 

® MGRCK  SH3RP  R RORIR  IRTGRRaTIORai 
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New  cherry  flavored 


Erythrocin* 

Granules 

EmHROMyClN  EM  SUCCINATE 


Even  children  with  sore  throats  will  “open 
wide”  for  a tasty  spoonful  of  this  new  pediatric 
form  of  Erythrocin.  During  clinical  studies,  not 
a single  child  complained  of  taste  or  refused 
medication. 

However,  there  is  more  than  just  a taste 
story.  There  is  also  the  exceptional  antibac- 
terial activity— plus  the  impressive  safety  rec- 
ord—that  makes  Erythrocin  preferred  therapy 
in  the  majority  of  bacterial  infections.  The 
Granules  come  in  60  ml.  bottles.  When  recon- 
stituted, each  5 ml.  teaspoonful  contains  200 
mg.  of  erythromycin  activity. 


Indications:  trythrocin  Granules  are 
active  against  a wide  range  ot  patho- 
genic organisms.  Erythrocin  is  indi- 
cated against  streptococci  (including 
enterococci),  pneumococci  and  sus- 
ceptible strains  of  staphylococci,  and 
has  shown  inhibiting  activity  against 
Cornybacterium  diphtheriae  — and 
such  troublesome  gram-negative 
organisms  as  Hemophilus  influenzae. 
Hemophilus  pertussis  and  Neisseria 
meningitidis. 


Precautions;  Side  effects  are  rare.  If 
a patient  should  show  signs  of  sensi- 
tivity, countermeasures  (e.  g.,  epi- 
nephrine, steroids,  etc.)  should  be 
administered  or  the  drug  withdrawn. 
Erythrocin  does  not  materially  alter 
the  normal  intestinal  flora  and  only 
very  rarely  has  resulted  in  intestinal 
overgrowth  of  pathogenic  bacteria, 
yeasts,  or  molds.  Nevertheless,  this 
possibility  should  be  kept  in  mind. 
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Because  it  is  more  resistant  to  disintegration,  has  a lower  renal  clearance  rate  than  earlier 
tetracyclines'  ...a  favorable  depot  effect  resulting  from  protein  binding  and  greater  mg. 
potency ..  .all  giving  higher,  sustained  in  vivo  activity  which  continues  long  after  the 
last  dose,  _ 


Effective  in  a wide  range  of  everyday  infections  — respiratory,  urinary  tract  and  others— in  the  young  and  aged  — the 
acutely  or  chronically  ill— when  the  offending  organisms  are  tetracycline-sensitive. 

Side  Effects  typical  of  tetracyclines  which  may  occur:  glossitis,  stomatitis,  proctitis,  nausea,  diarrhea,  vaginitis,  derma- 
titis, overgrowth  of  nonsusceptible  organisms.  Also:  photodynamic  reaction  (making  avoidance  of  direct  sunlight  advis- 
able) and.  very  rarely,  anaphylactoid  reaction.  Reduce  dosage  in  impai'^ed  renal  function.  The  possibility  of  tooth 
discoloration  during  development  should  be  considered  in  administering  any  tetracycline  in  the  last  trimester  of  preg- 
nancy. In  the  neonatal  period,  and  in  early  childhood.  Cspsules.  150  mg,  and  75  mg.  of  demethylchlortetracycline  HCI. 
Average  Adult  Daily  Dosage:  150  mg.  q.i.d.  or  300  mg.  b.i.d.  1.  Kunin,  C.  M.;  Dornbush,  A.  C.,  and  Finland.  M.:  Distribu- 
tion and  Excretion  of  Four  Tetracycline  Analogues  in  Normal  Young  Men,  J.  Clin.  Invest.  38:1950  (Nov.)  1959. 
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HERM  W J.  FIAX.  \I.  Med. 

Sr.  (TMivs.  Mrd.),  K.A.dl’. 
RAFAEI,  RFRRIOS.  M.D. 

DFNNIS  RIVFR  V,  M.D. 


A study  was  conducted  at  the  San  Juan 
A'eterans  Administration  Hospital  to  compare 
the  accuracy  of  diagnosis  of  the  level  of 
lumbar  disc  herniation  by  means  of  electro- 
myography, myelography  and  direct  surgical 
visualization. 

A review  of  the  recent  literature  shows 
that  electromyography  has  assumed  more  and 
more  clinical  importance  in  the  diagnosis 
of  the  lumbar  root  compression  syndrome 
(Table  1) . Shea,  Woods  and  Werden*  showed 
in  1950  that  in  60  operated  lumbar  disc 
herniations,  electromyography  had  proven 
the  diagnosis  in  90  per  cent  and  failed  in 
10  per  cent.  Myelography  was  done  in  55 
cases  with  a correct  diagnosis  in  87.3  per 
cent.  Marinacci^  stated  in  1955,  that  in 
71  cases  of  lumbosacral  herniated  discs,  the 
electromyogram  agreed  with  the  operative 
findings  in  94.3  per  cent.  In  57  patients 
with  protrusion  between  L4  and  L5,  the 
electromyogram  pointed  to  the  exact  location 
of  the  lesion  in  92.9  per  cent.  In  1955,  Shea 
and  Woods^  published  354  cases  with  correct 
electromyographic  diagnosis  in  91.8  per  cent; 
and  in  287  patients,  the  myelogram  was 
correct  in  79.7  ]jer  cent. 

Crue,  Pudenz  and  Sheldeid  obseiwed  in 
1957  that  86  cases  at  L5-S1  level  had  86  per 
cent  accurate  electromyography  and  76  per 


cent  myolography;  in  50  cases  at  L4-L5  level, 
the  accuracy  for  electromyography  was  58 
per  cent  and  for  myelography  86  per  cent. 
Knutsson^  reported  on  24  patients  in 
1959  with  lumbosacral  disc  herniation  with 
the  electromyogram  correct  in  100  per  cent, 
the  myelogram  in  14  or  58.3  per  cent,  and 
the  ankle  reflex  was  weak  or  absent  in  18 
patients.  In  31  patients  with  herniation 
between  L4  and  L5  vertebrae,  a correct 
electromyogram  was  found  in  27  and  an 
incorrect  one  in  4.  Myelography  had 
demonstrated  protrusion  between  the  4th  and 
5th  lumbar  vertebrae  in  26  of  30  cases  but 
missed  4.  A paresis  of  the  great  toe  was 
found  in  18  out  of  31  cases.  In  1961,  this 
same  investigator®  described  124  patients 
operated  upon  for  herniated  lumbar  discs 
with  an  exact  preoperative  electromyographic 
diagnosis  in  78.3  per  cent,  clinical  neurologi- 
cal diagnosis  correct  in  77  per  cent  and  mye- 


From  Physical  Medicine  and  Rehabilitation 
Service,  San  Juan  Veterans  Administration 
Hospital,  San  Juan,  Puerto  Rico. 

Some  of  this  data  was  presented  at  the  Forty- 
First  Annual  Session  of  the  American  Congress 
of  Physical  Medicine  and  Rehabilitation,  Dallas, 
August  30,  1903  and  the  Annual  Meeting  of  the 
Puerto  Rico  Medical  Association,  San  Juan, 
November  12,  19G3. 
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Volumen  57 
húmero  1 


Herman  J.  Flax,  M.  D. 


lographie  diagnosis  correct  in  75.2  per  cent. 
He  considered  that  tlie  positive  electromyo- 
graphic tindings  sliould  be  only  fibrillations 
and  / or  positive  sharp  waves.  I le  did  not 
count  fasciculation  potentials.  Kambin,  Smith 
and  Iloerner^  studied  40  patients  in  1962  and 


made  the  diagnosis  clinically  in  21  or  56  per 
cent;  by  myelography  as  reported  by  clinician 
in  32  or  80  jrer  cent  and  as  reported  by  the 
X ray  department  in  26  or  65  percent;  and  by 
electromyogram  in  25  or  62  per  cent. 


TABLE  I - REVIEW  OF  LITERATURE 

Per  Cent  Accuracy 

Number  Level  of 


Author 

of  Cases 

Lesion 

EMC 

Myelogram 

Clinical 

Shea,  Woods, 

Werden  (1950) 

60 

90 

87.3 

Marinacci  (1955) 

71 

L5-S1 

94.3 

57 

L4-L5 

92.9 

Shea,  Woods  (1955) 

Crue,  Pudenz, 

354 

91.8 

79.7 

Shelden  (1957) 

86 

L5-S1 

86 

76 

50 

L4-L5 

58 

86 

Knutsson  (1958) 

24 

L5-S1 

100 

58.3 

75 

31 

L4-L5 

87 

83.8 

58 

Knutsson  (1961) 

Kambin,  Smith, 

124 

78.3 

75.2 

77 

Hoerner  (1962) 

40 

62 

80  * 

65  ** 

56 

* As  read  by  clinician.  * 

* As  read  by  radiologist. 

Material  and  Method  of  Procedure 

From  May  1,  1962  to  July  30,  1964,  every 
patient,  all  males,  complaining  of  low-back  pain 
with  radiation  down  one  or  both  extremities 
was  hospitalized  either  directly  or  referred  in 
consultation  with  the  Physical  Medicine  and 
Rehabilitation  Service  prior  to  neurosurgical 
investigation.  A complete  history  and  physical 
examination  was  done,  the  necessary  roentgen- 
grams  and  laboratory  studies  requested,  and 
electromygraphy  and,  in  some  cases,  chro- 
naximetry  were  performed.  Those  patients 
whose  signs  and  symptoms  persisted  after 
three  weeks  of  bed  rest  and  physical  therapy, 
were  transferred  to  the  Neurosurgical  Service 
for  myelography  and  surgery  when  indicated. 


The  electromyographic  examination  was 
performed  routinely  on  these  patients  after 
three  weeks  from  the  onset  of  their  acute 
symptoms.  A two-channel  electromyograph, 
Teca  Model  TE-27  was  used.  Photographs  were 
made  from  the  recording  oscilloscope  screen 
using  a Polaroid  camera  with  3000  speed.  Type 
47,  Polaroid  roll  film.  The  patients  were  placed 
on  a cushioned  table  in  a quiet,  air-conditioned 
room  with  the  temperature  maintained  between 
76  and  SO^F.  Coaxial  needles  were  inserted 
into  the  accesible  muscles  of  the  L3,  L4,  L5,  and 
SI  myotomes  in  the  lower  extremities.  From 
25  to  30  needle  insertions  were  made  in  each 
muscle.  Abnormal  potentials  recorded  were 
fibrillations,  positive  sharp  waves,  poly  phasics 
and  fasciculations.  Fibrillations  and  positive 


to  restore  useful  function  in  the 
arthritic  patient 

Celestone 

(betamethasone^) 


CLINICAL  CONSIDERATIONS.  Indications:  Celestone 
(betamethasone,  Sobering)  is  indicated  in  the  manage- 
ment of  various  allergic,  dermatologic,  ocular,  rheu- 
matic and  other  conditions  known  to  be  responsive  to 
corticosteroid  therapy. 

Dosage  and  Administration:  The  dosage  of  Celestone 
(betamethasone)  must  be  adjusted  to  individual  patient 
requirements;  i.e.,  severity  of  the  condition,  anticipated 
duration  of  therapy,  tolerance  to  the  steroid  and  re- 
sponse obtained.  The  lowest  effective  dose  should  be 
employed.  When  corticosteroid  therapy  is  no  longer 
required,  the  dosage  of  this  drug  should  be  reduced 
gradually  and  then  discontinued.  Withdrawal  of  therapy 
should  be  gradual.  Package  literature  should  be  con- 
sulted for  detailed  dosage  schedules. 

Precautions:  Although  Celestone  (betamethasone)  dif- 
fers significantly  in  potency  and  electrolyte  effects,  it 
is  a corticosteroid  and  hence  is  potentially  capable  of 
causing  any  of  the  reported  side  effects  of  other  such 
compounds.  As  with  other  corticosteroids,  recurrence 


of  complications  of  peptic  ulcer  may  occur  during 
therapy  with  this  drug.  Package  literature  should  be 
consulted  for  details. 


Contraindications:  Active,  questionably  healed,  or  sus- 
pected tuberculosis  and  herpes  simplex  of  the  eye  are 
absolute  contraindications.  Discretion  should  be  used 
in  administering  Celestone  (betamethasone)  to  preg- 
nant patients  particularly  during  the  early  months. 

Use  of  this  corticosteroid  in  the  controlled  diabetic 
patient  should  be  closely  observed.  In  individuals  ex- 
posed to,  or  in  the  active  phase  of,  exanthematous  dis- 
ease, it  may  be  desirable  to  discontinue  all  corticos- 
teroid therapy. 

For  complete  product  details,  consult  Sobering  lit- 
erature available  from  your  Sobering  representative,  or 
Medical  Services  Department,  Sobering  Corporation, 
Union,  New  Jersey. 

Packaging:  Bottles  of  30,  100,  1000.  Tablets 

of  0.6  mg.  each.  • TRAOEMAfiK  CE'S30>J'PR 

SCHERING  CORPORATION  U.S.A. 
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hypertension 


TO  CONTROL  HIGH  BLOOD  PRESSURE  GENTLY,  EFFEC- 
TIVELY, ACCEPTABLY 

Versatile  in  indications — recommended  In  sustained  es- 
sential hypertension,  and  in  those  labile  forms  unre- 
sponsive to  sedative  therapy. 

Effective  “around-the-clock”— continuously  and  signifi- 
cantly reduces  lying,  sitting  and  standing  pressure;  simple 
dosage  adjustment  can  prevent  morning  hypotension  with- 
out sacrifice  of  afternoon  control. 

Conducive  to  normal,  everyday  activities— works  while 
the  patient  wor-ks;  exercise  hypotension  and  diurnal  blood 
pressure  variations  rarely  occur. 

Facilftates  smooth  aMoafeinaat— aasa  of  administration; 


liberation  from  critical  dosage  titration:  low  incidence  of 
side  effects. 

Oriented  towards  the  ultimate  goal  of  antihypertensive 
therapy— helps  relieve  the  vital  target  organs  from  the 
strain  of  hypertension  by  effectively  lowering  blood  pres- 
sure. 

Supplied:  Tablets  Aldomet  (250  mg.  methyidopa,  each) 
in  bottles  of  30,  100  and  500. 

Note:  Detailed  information  on  dosage,  administration.  Indica» 
tions,  precautions  and  bibliography  is  available  on  request 
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A study  was  conducted  at  the  San  Juan 
A'eterans  Administration  Hospital  to  compare 
the  accuracy  of  diagnosis  of  the  level  of 
lumbar  disc  herniation  by  means  of  electro- 
myography, myelography  and  direct  surgical 
visualization. 

A review  of  the  recent  literature  shows 
that  electromyography  has  assumed  more  and 
more  clinical  importance  in  the  diagnosis 
of  the  lumbar  root  compression  syndrome 
(Table  1) . Shea,  Woods  and  VV'erden^  showed 
in  1950  that  in  60  operated  lumbar  disc 
herniations,  electromyography  had  proven 
the  diagnosis  in  90  per  cent  and  failed  in 
10  per  cent.  Myelography  was  done  in  55 
cases  with  a correct  diagnosis  in  87.3  per 
cent.  Marinacci^  stated  in  1955,  that  in 
71  cases  of  lumbosacral  herniated  discs,  the 
electromyogram  agreed  with  the  operative 
findings  in  94.3  per  cent.  In  57  patients 
with  protrusion  between  L4  and  L5,  the 
electromyogram  pointed  to  the  exact  location 
of  the  lesion  in  92.9  per  cent.  In  1955,  Shea 
and  Woods^  published  354  cases  with  correct 
electromyographic  diagnosis  in  91.8  per  cent; 
and  in  287  patients,  the  myelogram  was 
correct  in  79.7  per  cent. 

Crue,  Pudenz  and  Sheldcn'*  obseiwed  in 
1957  that  86  cases  at  L5-S1  level  had  86  per 
cent  accurate  electromyography  and  76  per 


cent  myolography;  in  5Ü  cases  at  L4-L5  level, 
the  accuracy  for  electromyography  was  58 
per  cent  and  for  myelography  86  per  cent. 
Knutsson^  reported  on  24  patients  in 
1959  \sith  lumbosacral  disc  herniation  with 
the  electromyogram  correct  in  100  per  cent, 
the  myelogram  in  14  or  58.3  per  cent,  and 
the  ankle  reflex  was  weak  or  absent  in  18 
patients.  In  31  patients  with  herniation 
between  L4  and  L5  vertebrae,  a correct 
electromyogram  was  found  in  27  and  an 
incorrect  one  in  4.  Myelography  had 
demonstrated  protrusion  between  the  4th  and 
5th  lumbar  vertebrae  in  26  of  30  cases  but 
missed  4.  A paresis  of  the  great  toe  was 
found  in  18  out  of  31  cases.  In  1961,  this 
same  investigator®  described  124  patients 
operated  upon  for  herniated  lumbar  discs 
with  an  exact  preoperative  electromyographic 
diagnosis  in  78.3  per  cent,  clinical  neurologi- 
cal diagnosis  correct  in  77  per  cent  and  mye- 


From  Physical  Medicine  and  Rehabilitation 
Service,  San  Juan  Veterans  Administration 
Hospital,  San  Juan,  Puerto  Rico. 

Some  of  this  data  was  presented  at  the  Forty- 
First  Annual  Session  of  the  American  Congress 
of  Physical  Medicine  and  Rehabilitation,  Dallas, 
August  JO,  19G3  and  the  Annual  Meeting  of  the 
Puerto  Rico  Medical  Association,  San  Juan, 
November  12,  1963. 
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lographie  diagnosis  correct  in  75.2  per  cent. 
He  considered  that  the  positive  electromyo- 
grapltic  findings  should  be  only  fibrillations 
and  / or  positive  sharp  waves.  He  did  not 
count  fasciculation  potentials.  Kanibin,  Smith 
and  Hoerner^  studied  40  patients  in  1962  and 


made  the  diagnosis  clinically  in  21  or  56  per 
cent ; by  myelography  as  reported  by  clinician 
in  32  or  80  per  cent  and  as  reported  by  the 
X ray  department  in  26  or  65  percent;  and  by 
electromyogram  in  25  or  62  per  cent. 


TABLE  I - REVIEW  OF  LITERATURE 


Per  Cent  Accuracy 

Number 

Level  of 

Author 

of  Cases 

Lesion 

EMC 

Myelogram 

Clinical 

Shea,  Woods, 

Werden  (1950) 

60 

90 

87.3 

Marinacci  (1955) 

71 

L5-S1 

94.3 

57 

L4-L5 

92.9 

Shea,  Woods  (1955) 
Crue,  Pudenz, 

354 

91.8 

79.7 

Shelden  (1957) 

86 

L5-S1 

86 

76 

50 

L4-L5 

58 

86 

Knutsson  (1958) 

24 

L5-S1 

100 

58.3 

75 

31 

L4-L5 

87 

83.8 

58 

Knutsson  (1961) 

124 

78.3 

75.2 

77 

Kambin,  Smith, 

Hoerner  (1962) 

40 

62 

80  * 

65  ** 

56 

If 


* As  read  by  clinician.  **  As  read  by  radiologist. 


Material  and  Method  of  Procedure 

From  May  1,  1962  to  July  30,  1964,  every 
patient,  all  males,  complaining  of  low-back  pain 
with  radiation  down  one  or  both  extremities 
was  hospitalized  either  directly  or  referred  in 
consultation  with  the  Physical  Medicine  and 
Rehabilitation  Service  prior  to  neurosurgical 
investigation.  A complete  history  and  physical 
examination  was  done,  the  necessary  roentgen- 
grams  and  laboratory  studies  requested,  and 
electromygraphy  and,  in  some  cases,  chro- 
naximetry  were  performed.  Those  patients 
whose  signs  and  symptoms  persisted  after 
three  weeks  of  bed  rest  and  physical  therapy, 
were  transferred  to  the  Neurosurgical  Service 
for  myelography  and  surgery  when  indicated. 


The  electromyographic  examination  was 
performed  routinely  on  these  patients  after 
three  weeks  from  the  onset  of  their  acute 
symptoms.  A two-channel  electromyograph. 
Teca  Model  TE-27  was  used.  Photographs  were 
made  from  the  recording  oscilloscope  screen 
using  a Polaroid  camera  with  3000  speed.  Type 
47,  Polaroid  roll  film.  The  patients  were  placed 
on  a cushioned  table  in  a quiet,  air-conditioned 
room  with  the  temperature  maintained  between 
76  and  80'?F.  Coaxial  needles  were  inserted 
into  the  accesible  muscles  of  the  L3,  L4,  L5,  and 
SI  myotomes  in  the  lower  extremities.  From 
25  to  30  needle  insertions  were  made  in  each 
muscle.  Abnormal  potentials  recorded  were 
fibrillations,  positive  sharp  waves,  poly  phasics 
and  fasciculations.  Fibrillations  and  positive 
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sharp-wave  potentials  were  recorded  at  rest; 
polyphasics  were  recorded  if  present  continu- 
ously and  frequently  during  all  phases  of 
volitional  movement. 

The  polyphasic  potentials  usually  occurred 
in  bursts  of  4 to  10  spike  waves,  measured  200 
to  800  microvolts,  had  a duration  of  10  to  20 
milliseconds  and  had  a frequency  of  3 to  10 
per  second.  These  waves  were  not  the  tiny  nas- 
cent polyphasics  of  nerve  regeneration  nor 
the  small  irregular  groupings  of  the  myopathic 
polyphasics. 

None  of  the  patients  admitted  to  this  study 
had  undergone  previous  myelography  or  sur- 
gery for  root  compression;  nor  had  they  a past 
history  of  diabetes,  polyneuritis,  any  type  of 
neuromuscular  diseases,  trauma  to  the  low-back 
or  fractured  extremities;  or,  any  other  condi- 
tion that  could  give  abnormal  electromyogra- 
phic potentials. 

The  usual  history  of  the  low-back  syndrome 
was  occupational,  i.  e.,  lifting,  carrying,  push- 
ing or  driving  heavy  equipment.  The  most 
common  finding  was  contracted  hamstring 
muscles  bilaterally.  These  tight  muscles  pulled 
the  pelvis  back  constantly  producing  a chronic 
low-back  strain.  Invariably  these  patients  had 
poor  postural  habits.  Generally  the  trunk 
muscles  were  weak  because  of  lack  of  exercise 
making  the  lumbo-sacral  region  more  vulner- 
able to  injury.  This  was  caused  usually  by  a 
sudden  stretch  of  the  already  overstrained 
weakened  low-back  muscles  with  the  trunk  in 
some  abnormal  position. 

Fifty  consecutive  patients  with  low-back 
syndrome  but  without  any  clinical  evidence  of 
lumbar  or  sacral  root  compression  were  ex- 
amined. 

Fifty  consecutive  patients  with  low-back 
syndrome  and  with  positive  straight-leg  raising 
test,  diminution  or  loss  of  ankle  or  knee  reflexes 
and  motor  and  sensory  changes  clinically 
characteristic  of  lumbar  nerve  root  compression 
were  studied. 

Twenty-five  of  these  50  patients  had  a 
myelogram  performed  by  the  neurosurgeons. 
All  of  the  roentgenograms  were  interpreted 
by  the  Radiology  Service. 

Twelve  of  these  25  patients  were  submitted 
to  surgery. 


Results 

The  50  patients  without  any  clinical 
evidence  of  root  compression  showed  normal 
electromyographic  potentials.  The  majority 
of  these  patients  became  sympton  free  with 
bed  rest  and  local  physical  therapy  and  were 
discharged  from  the  hospital  in  from  10  to 
14  days.  None  of  these  patients  were  referred 
for  neurosurgical  evaluation. 

Of  the  50  patients  with  clinical  findings 
suggestiv'e  of  lumbar  root  compression,  47 
showed  abnormal  electromyographic  poten- 
tials, 2 showed  normal  potentials,  and  1 had 
polyphasics  in  all  the  muscles  of  both  lower 
and  upper  extremities.  Fortunately  myelo- 
grams were  performed  in  these  latter  patients 
(Nos.  4,  10,  11)  with  negative  findings. 

The  lumbar  paravertebral  muscles  were 
also  tested  in  the  majority  of  these  patients. 
Ffowever,  in  many  cases  the  corresponding 
level  in  the  back  muscles  did  not  show 
abnormal  potentials.  Since  there  is  considera- 
ble overlapping  of  the  posterior  ramifications 
of  the  lumbar  spinal  nerves,  these  findings 
were  not  considered  to  influence  the  final 
results. 

Twenty-five  of  these  patients  had  myelo- 
grams performed.  Eighteen  concurred  com- 
pletely with  the  electromyograms,  5 (Nos.  18, 
19,  20,  21,  24)  did  agree  on  the  level  but 
showed  some  discrepancy  in  other  findings 
and  2 (Nos.  13,  15)  did  not  agree.  (Table  2). 

'Fhe  other  25  patients  also  were  ex- 
amined by  the  neurosurgical  staff.  Because 
these  patients  continued  to  improve  rapidly 
or  refused  either  the  myelogram  or  surgery, 
myelography  was  not  performed. 

Following  completion  of  all  diagnostic  pro- 
cedures, only  12  patients  agreed  to  o|)eration. 
I'here  was  complete  agreement  in  the  diag- 
nosis of  the  level  of  root  compression  in  7 
patients.  Two  patients  (Nos.  20,  21) 
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were  lhou<>ht  to  have  l)ilateral  disc  licrnia- 
tions  at  oiic  level  oii  electroinyopraghy,  the 
luyelo, <>raiu  slunsed  protnission  at  the  same 
level  hut  only  on  one  side,  and  the  surgical 
findings  agreed  with  the  inyelograni.  In  an- 
other (No.  15),  positive  potentials  were  found 
at  L3-L4  le\el.  the  inyelograni  did  not  show 
any  herniation,  but  at  surgery  the  ruptured 
disc  was  found  at  L4-L5.  One  patient  (No. 
24)  had  t\so  levels,  L4-L5  left  and  L5-S1 
right,  on  electroinyograin,  the  myelogram 
showed  a bilateral  herniation  at  L4-L5,  and 
on  surgery  a left  L4-L5  disc  was  removed. 
Patient  No.  19  revealed  two  levels,  L4-L5 
and  L5-S1,  the  myelogram  one  at  L4-L5, 
but  surgery  confirmed  the  electromyographic 
diagnosis. 

Discussion 

In  the  lay  mind,  the  association  of  the 
low-back  syndrome  with  a lumbar  herniated 
nucleus  pulposus  is  synonymous.  Unfortu- 
nately, this  is  also  the  first  diagnosis  of  the 
majority  of  the  examining  physicians  today. 
I'hey  invariably  send  the  patient  to  the 
hospital  with  the  clinical  impression,  “Rule 
out  Herniated  Nucleus  Pulposus.”  This  diag- 
nosis is  usually  imparted  to  the  patient.  We 
found  the  most  important  single  diagnostic 
test  to  convince  these  veterans  that  they  did 
not  have  a ruptured  lumbar  intervertebral 
disc  was  the  electromyographic  examination 
showing  normal  potentials. 

I'here  was  complete  cooperation  betw'een 
the  ])hysiatric  and  neurosurgical  services.  If 
the  patient  refused  surgery  or  if  he  continued 
to  improve,  as  was  usually  the  case,  a myelo- 
gram was  not  performed.  The  final  diagnosis 
was  made  on  the  clinical  findings  plus  elec- 
tromyographic evidence. 

'I'he  relative  safety  of  electromyography 
as  compared  with  the  injection  of  a 
radiopaque  substance  into  the  spinal  canal 


was  one  reason  given  by  the  neurosurgeons 
for  performing  the  electromyographic 
imestigation.  Nevertheless,  they  always 
insisted  on  a myelogram  prior  to  surgery. 
I'rue  to  their  teachings,  the  neurosurgeons 
were  more  inclined  to  belie\'e  these  residts 
rather  than  the  electromyogram  and  planned 
their  operation  accordingly.  The  discs  were 
curetted  out  completely  through  interlaminar 
incisions  on  one  side  at  the  levels  verified 
by  the  myelograms.  Por  this  reason  the 
operative  findings  in  three  patients  (Nos. 
20,  21  and  24)  may  not  be  altogether 
accurate  as  bilateral  explorations  of  the 
levels  diagnosed  by  the  electromyograms 
were  not  done.  The  neurosurgeon  explored 
only  those  levels  showing  positive  clinical 
findings  substantiated  by  positive  diagnostic 
procedures;  i.  e.,  the  myelogram. 

The  electromyogram  is  not  infallible. 
4 here  are  several  reasons  for  observing  false 
positive  potentials.  These  have  been  discussed 
by  several  investigators  and  wall  not 

be  repeated  here. 

The  principal  disadvantages  to  this 
procedure  are  the  pain  of  25  to  30  repeated 
needle  pricks  in  each  muscle  and  the  time 
required  to  make  a thorough  examination. 
Although  the  patients  complained  about 
the  multiple  needle  insertions,  most  of  them 
forgot  their  discomfort  upon  learning  that 
the  results  of  electromyography  could  obviate 
disc  surgery. 

There  is  still  the  need  for  a careful  history 
and  complete  physical  examination  to  make 
the  diagnosis  on  clinical  findings.  A meticu- 
lous electromyographic  investigations  of  the 
involved  myotonies  is  an  additional  safe  tool 
to  help  localize  the  level  of  nerve  root  com- 
pression. It  compares  favorably  with  the  mye- 
logram and  will  not  cause  any  of  the  com- 
plications that  may  follow  the  injection  of  a 
contrast  medium  into  the  spinal  canah®^- 
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TABLE  II  - COMPARISON  OF  RESULTS  * 


Determination  of 

Level  of  Lumbar  Root  Compression  Abnormal 

Potentials 


No. 

EMG 

Myelogram 

Surgery 

(EMG)  * ^ 

1 

L5-S1 

L5-S1 

1,  2 

2 

L3-L4 

L3-L4 

1 

L4-L5 

L4-L5 

1 

3 

L5-S1 

L5-S1 

1 

4 

normal 

negative 

normal 

5 

L4-L5 

L4-L5 

L4-L5 

1,  2 

6 

L4-L5 

L4-L5 

L4-L5 

1,  2,  3 

L5-S1 

L5-S1 

L5-S1 

1,  2,  3 

7 

L4-L5 

L4-L5 

2 

8 

L4-L5 

L4-L5 

L4-L5 

1,  2 

L5-S1 

L5-S1 

L5-S1 

1,  2 

9 

L4-L5 

L4-L5 

1 

10 

normal 

negative 

normal 

11 

no  level 

negative 

2** 

12 

L3-L4 

L3-L4 

2,  3,  4 

13 

L3-L4 

0 

1,  2 

L4-L5 

1,  2 

L5-S1 

1,  2 

14 

L4-L5 

L4-L5 

L4-L5 

2 

15 

L3-L4 

0 

L4-L5 

2 

16 

L4-L5 

L4-L5 

1,  2 

Left  & Right  Left  & Right 

17 

L4-L5 

L4-L5 

2 

18 

L3-L4 

L3-L4 

1,  2,  3 

L4-L5 

1,  2,  3 

L5-S1 

Left  & Right 

1,  2,  3 

19 

L4-L5 

L4-L5 

L4-L5 

2 

L5-S1 

L5-S1 

2 

20 

L4-L5 

L4-L5 

L4-L5 

2 

Left  & Right 

left 

left 

21 

L.5-S1 

L5-S1 

L.5-S1 

1,  2 

Left  & Right 

left 

left 

22 

L4-L5 

L4-L5 

L4-L5 

1,  2 

L5-S1 

L5-S1 

L5-S1 

1,  2 

23 

L4-L5 

L4-L5 

L4-L5 

1,  2 

Left  & Right 

Left  & Right 

Left  & Right 

24 

L4-L5 

L4-L5 

L4-L5 

1,  2 

left 

Left  & Right 

left 

L5-S1 

1.  2 

right 

25 

L3-L4 

L3-L4 

L3-L4 

1,  2 

♦ 

Unless  otherwise  indicated, 

the  studies  are  on  the  same  side. 

**  Polyphasics  in  all  myotomes  bilaterally. 

♦ ♦♦  Key  to  Potentials:  1.  Fibrillations.  2.  Polyphasics.  3.  Positive  sharp  waves. 
4.  Fasciculations. 
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Summary 

l'ii’ty  patients  with  low-back  syndrome  and 
without  clinical  findings  of  radicular  com- 
pression showed  normal  electromyographic 
potentials. 

Of  50  patients  with  low-back  syndrome 
with  clinical  findings  of  radicular  compres- 
sion, 47  showed  abnormal  electromyographic 
potentials  in  the  suspected  myotomes.  Fibril- 
lations were  found  in  15  patients,  polypha- 
sics  in  6,  positive  sharjj  waves  in  3,  and 
fasciculations  in  1.  In  one  patient  the  level 
coidd  not  be  determined,  and  the  other  2 
had  normal  potentials.  These  3 patients  were 
found  to  have  negative  myelograms. 

'File  authors  consider  the  presence  of  poly- 
phasic  jiotentials  throughout  all  phases  of  vo- 
litional muscle  contraction  an  indication  of 
an  abnormal  motor  unit.  These  concurred 
with  the  verified  level  of  lumbar  root  com- 
pression in  5 of  the  6 patients  where  they 
were  the  only  abnormal  potentials  found. 

Twenty-five  of  the  patients  with  radicular 
compression  had  myelograms  performed  after 
abnormal  electromyography.  Eighteen  show- 
ed agreement  with  the  electromyograms  (72 
per  cent ) , 5 agreed  with  the  level  but  there 
was  not  complete  concurrence  in  all  other 
findings  (20  per  cent),  and  2 showed  no 
agreement  (8  per  cent). 

Twelve  patients  submitted  to  surgery.  All 
12  had  abnormal  electromyographic  poten- 
tials. Fhe  level  of  root  compression  was 
established  correctly  in  1 1 patients  preopera- 
tively. 

Resumen 

Cincuenta  pacientes  con  dolor  en  la  par- 
te baja  de  la  columna  vertebral  y sin  signos 
clínicos  de  compresión  radicular,  demostra- 
ron un  electromiograma  con  potenciales  nor- 
males. 


1 )e  50  pacientes  con  dolor  en  la  parte 
baja  de  la  columna  vertebral  y signos  clínicos 
de  conijiresión  radicular,  47  demostraron  po- 
tenciales anormales  en  el  electromiograma 
en  las  nietameras  sospechosas.  Potenciales 
de  fibrilación  fueron  encontrados  en  15  pa- 
cientes, polifásicos  en  6,  ondas  agudas  posi- 
tivas en  3,  y fasciculaciones  en  1.  En  un  pa- 
ciente no  se  pudo  determinar  el  nivel  y en  los 
otros  dos  los  potenciales  fueron  normales. 
El  mielograma  fue  normal  en  estos  tres  pa- 
cientes. 

Los  autores  consideran  la  presencia  de  los 
j)otenciales  polifásicos  durante  todas  las  eta- 
pas de  la  contracción  muscular  voluntaria 
como  una  indicación  de  alguna  anormalidad 
en  la  unidad  motora.  Hubo  la  concurrencia 
del  nivel  de  compresión  de  las  raíces  ner- 
viosas lumbares  en  5 de  los  6 pacientes  don- 
de éstos  fueron  los  únicos  potenciales  anor- 
males encontrados. 

A 25  pacientes  se  le  hicieron  mielogra- 
mas.  En  dieciocho  los  resultados  coincidieron 
con  los  del  electromiograma  (72%)  ; 5 coin- 
cidieron con  el  nivel  pero  no  en  todos  los 
demás  aspectos  (20%),  y en  2 no  coincidie- 
ron (8%). 

Los  12  casos  quirúrgicos  tenían  potencia- 
les anormales  en  el  electromiógrafo.  El  nivel 
de  compresión  radicular  fue  establecido 
correctamente  en  1 1 pacientes  antes  de  la 
operación. 
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LACTIC  DEHYDROGENASE 
ISOENZYMES 

Clinical  Applications 


Lactic  acid  dehydrogenase  (SLD)  is  dis- 
tributed very  widely  thoughout  all  tissues. 
Damage  or  necrosis  releases  this  enzyme  from 
the  tissue  into  the  blood  stream,  where  it  is 
detected  by  relatively  simple  laboratory  me- 
thods. Marked  elevations  in  the  serum  levels 
of  this  enzyme  have  been  reported  in  such 
conditions  as  acute  myocardial  infarction, 
renal  diseases,*^^’  carcinomatosis,  leuke- 

mia,*''®)’  sickle  cell  diseases,  and  megalo- 
blastic anemias  such  as  pernicious  anemia 
and  tropical  sprue. The  increase  in 
total  SLD  represents  a non  specific  index  of 
tissue  damage  or  necrosis.  As  such,  it  has  to 
be  interpreted  in  the  light  of  other  laboratory 
tests  in  order  to  identify  the  tissue  involved 
in  the  disease  process. 

Lactic  acid  dehydrogenase  is  not  a uniform 
enzyme,  but  occurs  in  a number  of  molecular 
variants,  which  are  called  “isoenzymes”  or 
“isozymes”,  which  differ  from  one  another 
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by  slight  changes  in  the  amino  acid  sequen 
of  their  molecular  structure. This  slij! 
alteration  does  not  modify  the  basic  eit 
matic  function  of  the  protein,  but  has  pi 
mitted  the  separation  of  the  isoenzymes  ■ 
various  methods,  such  as  heat  stability 
chromatography;^^*  by  gradient  elution  pi 
cedures;^*^'  various  forms  of  electhi 
phoresis,  including  continuous  flow, 

paper,  agar  gel,  starch  block,  a > 
disk  electrophoresis,^*®*  and  by  other  metho' ! 
(19) 

The  tendency  by  which  metabolica  ( 
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Fig.  1 SOME  PHYSICAL  PROPERTIES  OF 
LD  ISOENZYMES 


LD2  LD3  L04  LD» 

PLANIMETRY  READING  IN  TERMS  OF  % 


OF  TOTAL  AREA  OCCUPIED  iY 
ISOENZYME  FRACTIONS  OF  NORMAL  SERUM 


AVE  RATIO  OF  LD4  / LD5  1.64 
RANGE  1.26  to  1.67 
S.O.  Í 0.22 
VARIAWLITY  BETWEEN 
DUPLICATE  SAMPLES  - 1.4 

LOS  I»  i S 06 
LD  4 49  1 5.09 

LD6  32Í  1.70 


Fig.  2 DISC  ELECTROPHORESIS,  MICRO- 
DENSITOMETRIC  CURVE;  AND  % 
DISTRIBUTION  PATTERN  OF  SLD 
ISOENZYMES  IN  NORMAL  HUMANS 
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Fig.  4 CLASSIFICATION  OF  SLD  ISOEN- 
ZYME ABNORMALITIES 
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Fig.  7 SLD  ISOENZYME  PATTERN  IN  TRO- 
PICAL SPRUE 
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Fig.  8 CONDITIONS  ILLUSTRATING  TYPE 
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Fig.  9 CONDITIONS  ILLUSTRATING  TYPE 
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Fig.  10  SLD  PATTERNS  IN  VARIOUS 
PATHOLOGIC  STATES 
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important  chemicals  (particularly  those  of 
protein  nature)  appear  in  a number  of 
multiple  molecular  forms,  has  been  called 
“multiplicity.”^**^  The  clinical  importance 
of  these  molecular  variants  lies  in  the  fact 
that  different  organs  have  different  concen- 
trations of  the  various  isoenzymes.  As  a result, 
it  is  hoped  that  one  may  some  day  develop 
a more  accurate  way  by  which  each  organ 
may  be  “fingerprinted”  with  respect  to  its 
various  isoenzyme  content.  In  this  way, 
when  tissue  damage  occurs  and  the  isoenzy- 
mes are  released  from  the  damaged  cells  into 
the  general  circulation,  serum  isoenzyme 
content  analysis  may  provide  a pattern  or  a 
map  which  accurately  mirrors  the  organ 
affected  by  the  pathological  process  in 
question.  It  is  hoped  that  this  method  of 
analysis  may  provide  a more  accurate  local- 
ization of  the  site  of  damage. 

In  1957,  Vessell  and  Bear,^*^*  and  Sayre 
and  Hill,**^*  demonstrated  the  electrophoretic 
separation  of  three  rapidly  migrating  compo- 
nents of  lactic  acid  dehydrogenase  (LD).  A 
year  later  Wieme**®*  described  the  occurrence 
of  two  other  serum  and  tissue  lactic  dehydro- 
genase isoenzymes  (LD  1 and  LD  2)  which 
w'ere  found  in  trace  amounts  under  the  slight- 
ly alkaline  conditions  used.  They  were  also 
found  to  be  much  more  unstable  than  the 
other  three  fractions.  In  certain  diseases,  the 
SLD  isoenzyme  pattern  resembles  the  isoen- 
zyme pattern  of  the  diseased  organ  from 
which  the  enzyme  has  been  released.  This 
affords  a much  more  refined  evaluation  of 
the  increased  total  serum  lactic  dehydroge- 
nase levels,  particularly  if  there  is  conco- 
mitant injury  to  other  tissues. 

Figure  1 summarizes  some  physical  char- 
acteristics of  the  serum  lactic  dehydrogenase 
isoenzymes.  All  five  fractions  have  the  same 
molecular  weight  of  about  135,000,  but 


differ  in  the  organ  location,  the  amount  of 
pyruvate  concentration  needed  for  maximal 
action,  and  the  net  electrical  charges. ^*^’  *®* 
Each  isoenzyme  is  a tetramer  made  up  of  four 
monomers.  The  tetramers  have  been  dis- 
sociated through  the  action  of  urea  or  of 
guanidine  into  four  distinct  polypeptide  sub- 
units of  equal  size.  Two  distinct  electropho- 
retic varieties  are  recognized;  the  one  found 
principally  in  the  muscle  (M)  with  no  elec- 
trical charge,  and  the  one  found  principally 
in  the  heart  (H)  **®’  *^*  with  a net  elec- 
trical charge.  Since  these  two  subunits  can 
form  five  combinations  of  four  subunits  each, 
five  isoenzymes  of  latic  dehydrogenase  have 
been  discovered.  The  five  possible  combina- 
tions are:  MMMM  with  no  electrical  charge; 
and  with  increasing  net  electrical  charge, 
MMMH;  MMHH;  MHHH;  and  HHHH 
with  maximal  net  electrical  charge.  A sixth 
isoenzyme  has  been  found  in  the  adult 
testis  only.*^^*  This  is  a tetramer  of  a third 
basic  monomer  (T)  found  only  in  adult 
testicular  tissue. 

The  hypothesis  of  the  structure  of  the  LD 
isoenzymes  has  been  proven  by  immunoche- 
mical studies,  electrical  charge  determina- 
tions, total  amino  acid  analysis,  and  by  the 
construction  of  the  five  isoenzymes  from  the 
individual  subunits.  (*8-22)  Tissues  like  cardiac 
muscle  with  a high  aerobic  metabolism  have 
a high  content  of  electrophoretically  fast  mov- 
ing isoenzyme.  By  contrast,  electrophoretically 
slow  moving  isoenzymes  predominate  in  or- 
gans like  the  liver  which  have  a high  content 
of  lactic  acid. <2*** 

Materials  And  Methods 

The  subjects  under  study  were  patients 
from  the  medical  wards  of  the  University 
Hospital  and  the  Clinical  Research  Center  of 
the  School  of  Medicine  of  the  University  of 
Puerto  Rico.  The  clinical  diagnoses  were  based 
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on  accepted  clinical,  laboratory,  electrocardio- 
graphic and  radiologic  criteria  and  in  many 
instances  by  interpretation  of  tissue  biopsy 
specimens. 

Total  serum  lactic  acid  dehydrogenase  in  the 
sprue  cases  was  determined  by  the  spectophoto- 
metric  method  of  Wroblewski  and  La  Due24 
(normal  less  than  680  units),  and  in  all  other 
instances  by  the  method  of  Wacker  and  asso- 
ciates25  (normal  values  - less  than  100  u/ml). 

Disc  electrophoresis  in  acrylamide  gels  was 
performed  by  the  method  of  Ornstein  and 
Davises.  The  gels  were  prepared  according  to 
a method  recommended  by  the  manufacturer 
of  the  equipment  utilized  in  this  laboratory*. 
A 7.5%  solution  of  acrylamide  was  utilized  in 
the  lower  gel  and  a 2.5%  solution  in  the  spacer 
and  sample  gels.  The  gels  were  cast  in  soft 
glass  tubes  64  mm.  in  length  and  5 mm.  inside 
diameter.  165  ul  of  spacer  gel  solution  and 
100  ul  of  sample  gel  solution  containing  a one 
to  ten  dilution  of  the  apropriate  serum  were 
layered  above  a 43  mm.  column  of  lower  gel. 
Glycine  tris-buffer  pH  8.3  was  used  in  the 
system.  Columns  were  run  at  constant  current 
of  2.5  MA  per  column  for  one  hour  at  room 
temperature  in  a bath  assembly  using  the 
model  1400  power  supply.  The  enzymatic 
reaction  was  accomplished  using  the  method 
of  AllenO-  Patterns  were  scanned  on  the 
model  E microdensitometer  and  the  areas  re- 
presenting each  isoenzyme  were  calculated  by 
planimetry.  Results  were  expressed  in  percent- 
ages of  the  total  area  covered  bv  the  curve. 

Three  sharply  defined  bands  migrating  to- 
wards the  anode  are  noted  (Figure  2).  A very 
faint  fourth  component  was  seen  in  some  of 
the  normal  sera  tested,  but  in  many  instances, 
it  did  not  elicit  a densitometric  response.  In 
the  identification  of  various  fractions,  we  have 
followed  the  criteria  that  the  LD  5 fraction  is 
the  one  moving  farthest  towards  the  anode  and 
in  decreasing  order  of  migration  are  located 
LI)  4,  LD  3 and  LD  2.  Unfortunately,  compo- 
nents moving  towards  the  cathode  are  not  re- 
solved by  this  method. 

* Canalco  Industrial  Corp. 


Results  and  Comments 

Figure  2 reveals  the  disc  electrophoresis, 
the  inicrodensitometric  curve  and  the  ave- 
rage percentage  values,  range  and  standard 
deviation  for  the  LD  isoenzymes  in  the  sera 
of  seventeen  control  subjects.  The  average 
for  the  ratio  of  LD  4/LD  5 was  found  to  be 
1.54  with  a range  of  1.26  to  1.87. 

Figure  3 demonstrates  the  disc  electropho- 
resis isoenzyme  content  of  various  human 
tissues.  Heart  tissues,  erythrocytes,  kidney 
cortex  show  a higher  LD  5 than  LD  4 and 
a smaller  LD  3 component.  Leukocytes, 
lymph  nodes,  spleen,  adrenals  and  thyroid 
have  an  increasing  LD  3 fraction  with  a 
concomitant  diminution  in  LD  5.  Another 
group  of  tissues  reveal  an  increasing  percen- 
tage of  LD  2 and  LD  3 isoenzymes.  Among 
these  are  lung,  placenta,  renal  medulla,  skel- 
etal muscle,  skin,  large  and  small  intestine, 
bile  and  liver. 

On  the  basis  of  this  data,  one  may  classify 
the  variations  of  the  serum  lactic  acid 
dehydrogenase  isoenzymes  according  to  the 
three  main  patterns  found  in  human  tissues 
(Figure  4).  Type  I abnormality  would  be 
characterized  by  a significant  increase  in 
LD  5 isoenzyme  and  a reversed  LD  4/LD  5 
ratio.  At  the  other  extreme,  one  may  see 
type  III  abnormality  with  large  amounts  of 
SLD  2 and  SLD  3.  An  intermediate  abnor- 
mality, type  II  is  included  which  is  charac- 
terized by  increases  in  LD  3 and  LD  4 
isoenzymes,  with  apprearance  of  smaller 
amounts  of  LD  2.  A fourth  possibility  is  tl^at 
state  in  which  the  isoenzymes  have  a normal 
relative  distribution  although  the  total  SLD 
may  be  found  to  be  high. 

Figure  5 illustrates  some  conditions  with 
type  I abnormality.  The  predominating  iso- 
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enzyme  change  in  this  group  of  diseases  is 
an  increase  of  the  LD  5 fraction  giving  an 
LD  4/LD  5 ratio  of  less  than  1.  Five  cases 
of  myocardial  infarction  have  shown  high 
LI)  5 levels.  This  abnormality  (Figure  6) 
appears  earlier  and  persisted  longer  (as 
long  as  3-4  weeks)  than  other  indices  of 
myocardial  infarction  such  as  the  electro- 
cardiogram, the  sedimentation  rate  and  the 
SCOT  and  SLD  levels.  This  is  of  impor- 
tance in  the  patient  who  is  not  seen  early 
in  the  acute  initial  episode  but  is  seen  sev- 
eral days  afterwards.  As  pointed  out  by 
Cohen  et  al,*^^*  it  is  also  of  importance  in 
those  cases  with  intraventricular  conduction 
defects,  arrhythmias,  drug  effects  and  other 
instances  where  the  electrocardiogram  may 
not  show  changes  of  infarction. 

Figure  7 illustrates  the  isoenzyme  pattern 
in  six  cases  of  active  tropical  sprue,  four 
cases  of  sprue  in  partial  remission  or  relapse 
and  five  adequately  treated  sprue  patients. 
Note  the  great  increase  in  LD  5 isoenzyme 
in  active  and  partially  treated  sprue  cases 
giving  as  a result  and  LD  4/LD  5 ratio  less 
than  unity.  The  'ower  limits  of  normal  of 
this  ratio  for  our  laboratory  has  been  found 
to  be  1.12.  The  marked  increase  in  the  LD 
5 fraction  in  the  four  patients  with  inade- 
quate therapy  or  partial  relapse  is  of  interest. 
It  has  been  our  observation  that  this  abnor- 
mality in  patients  with  tropical  sprue  depends 
on  the  severity  and  duration  of  the  disease 
process,  and  if  partially  treated,  it  may  be 
an  indication  of  incomplete  correction  of 
the  disease  by  the  therapy  given.  As  such,  it 
may  be  a sign  for  continued  adequate  ther- 
apy. 

Figure  8 illustrates  type  II  SLD  isoenzyme 
abnormalities  in  various  conditions.  In  all 
of  these,  one  finds  LD  3 and  LD  4 affected 
and  in  some  instances  small  amounts  of  LD 


2 are  also  present.  These  conditions  represent" 
an  intermediate  group  as  far  as  the  isoenzyme 
abnormality  is  concerned. 

Type  III  abnormality  is  depicted  in  figure 
9.  The  increasing  amounts  of  LD  2 and 
LD  3 isoenzymes  are  evident.  By  the  utiliza- 
tion of  other  techniques,  one  will  be  able  to 
detect  large  amounts  of  LD  1 in  this  group 
of  diseases.  By  disc  electrophoresis,  chronic 
liver  disease  shows  smaller  amounts  of  LD 
2 than  acute  hepatic  diseases.  Once  jaundice 
is  established,  the  levels  of  LD  1 and  LD  2 
rapidly  return  to  normal.  This  reflects  the 
depletion  of  the  tissue  content  of  the  iso- 
enzymes and  at  this  particular  point  the 
limiting  factor  is  the  rate  of  foniiation  of  LD. 
In  the  later  stages  of  viral  hepatitis  the  levels 
again  become  of  importance. 

In  some  instances  dual  changes  may  be 
found.  Cases  of  myocardial  infarction  may 
show  an  increase  in  fractions  LD  5 and 
LD  2.  In  these  instances,  circulatory  shock 
is  always  present,  so  that  liver  damage  seems 
likely. 

Finally,  figure  10  correlates  total  SLD 
values  with  the  isoenzyme  patterns  encoun- 
tered by  disc  electrophoresis  in  various  disease 
states. 

Summary 

We  have  presented  the  concept  of  “mul- 
tiplicity” of  enzymes  with  particular  referen- 
ce to  the  isoenzymes  of  lactic  dehydrogenase, 
determined  by  disc  electrophoresis.  The  cli- 
nical importance  of  this  determination  is 
most  advantageous  in  conditions  such  as 
doubtful  myocardial  infarction,  sprue  in 
partial  relapse  or  partial  remission,  hepatitis, 
malignancies  and  others. 

The  SLD  isoenzymes  abnormalities  have 
been  classified  into  three  categories : 1 ) SLD 
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5 abnormalities  reflecting  myocardial,  renal, 
erythrocyte  injury  2)  SLD  2 and  SLD  3 
abnormalities  reflecting  damage  to  the  liver, 
skeletal  muscle  or  others,  and  3)  an  interme- 
diate or  mixed  type  in  which  LD  3 and  LD 
4 are  principally  increased  with  some  a- 
mounts  of  LD  2 present  in  some  instances. 
The  latter  presents  a wide  range  of  human 
tissue  possibilities. 

As  the  techniques  for  the  determination 
of  isoenzymes  are  refined,  the  possibility  exists 
that  in  the  future,  one  may  be  able  to 
“fingerprint”  each  organ  of  the  body  by 
the  isoenzyme  pattern  obtained.  In  this  way, 
when  an  organ  suffers  damage  in  the  course 
' of  a disease,  one  may  be  able  to  localize 
rather  early  the  site  of  organ  damage  by 
serum  isoenzyme  analyses,  since  the  latter 
will  reflect  the  pattern  of  the  affected  organ. 

Resumen 

El  concepto  de  “multiplicidad”  enzimáti- 
' ca  es  aplicado  al  estudio  de  las  fracciones 
proteicas  (isoenzimas)  de  la  deshidrogenasa 
láctica,  mediante  separación  electroforética 
' en  disco.  La  detenninación  de  las  isoenzimas 
I es  particularmente  útil  en  casos  de  infarto 
' miocárdico,  anemias  hemolíticas,  anemias 
megaloblásticas,  hepatitis  y neoplasias,  en- 
tre otros. 

, Como  resultado  de  estos  estudios,  los  pa- 
trones anormales  de  las  isoenzimas  de  la 
deshidrogenasa  láctica  se  encasillan  en  tres 
. grupos.  El  primer  grupo  se  caracteriza  por 
el  aumento  de  la  fracción  DL  5,  y aparece 
j en  ciertas  cardiopatías,  afecciones  de  la  cor- 
I teza  renal  y patología  de  los  eritrocitos.  El 
segundo  grupo  manifiesta  anormalidades  de 
las  fracciones  DL  2 y DL  3,  las  cuales  re- 
flejan alteraciones  patológicas  de  las  células 
parenquimatosas  hepáticas,  músculo  estria- 
do y otras  estructuras. 


El  último  es  un  grupo  mixto  o intermedio 
en  el  cual  las  fracciones  DL  3 y DL  4 son  las 
más  anormales,  mientras  que  la  fracción 
DL  2 aumenta  levemente  en  ocasiones. 

Con  el  perfeccionamiento  de  nuevas  téc- 
nicas para  determinar  las  distintas  variantes 
de  las  enzimas  tisulares,  podría  hacerse  fac- 
tible la  identificación  de  diversos  órganos 
por  los  patrones  de  isoenzimas  característicos 
de  los  mismos.  De  este  modo,  cuando  se 
produce  una  lesión  tisular,  y los  componen- 
tes enzimáticos  del  tejido  se  vierten  en  el 
torrente  circulatorio,  el  análisis  de  las  isoen- 
zimas del  plasma  sanguíneo  revelaría  el  pa- 
trón del  órgano  afectado  sobreimpuesto  al 
normal  del  plasma.  Esto  facilitaría  el  diag- 
nóstico precoz  de  entidades  que  usualmente 
son  de  difícil  diagnóstico. 
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Los  trastornos  del  ritmo  del  corazón  repre- 
sentan un  reto  a la  terapéutica  en  la  medicina 
clínica,  tanto  en  sus  fases  agudas,  tales  como 
el  flúter  auricular  y la  taquicardia  ventricu- 
lar, lo  mismo  que  en  las  manifestaciones  cró- 
nicas, tal  como  ocurre  en  la  fibrilación  auri- 
cular. Esto  se  debe  a que,  además  de  los  sín- 
tomas marcados  que  sufre  el  paciente,  las 
arritmias  disminuyen  el  débito  cardíaco,  com- 
prometen el  riego  sanguíneo  al  corazón,  pro- 
ducen insuficiencia  cardiovascular  y hasta 
pueden  ocasionar  la  muerte;  en  el  caso  de 
la  fibrilación  auricular,  puede  resultar  hi- 
pertrofia del  corazón  o presentarse  fenóme- 
nos embóbeos 

Por  muchos  años,  el  tratamiento  de  las 
arritmias  ha  consistido  en  el  uso  de  medica- 
mentos, tales  como  la  quinidina  y la  procai- 
namida  com])lementadas  por  el  digital  y sus 
derivados.  La  quinidina  y la  procainainida 
han  logrado  convertir  las  arritmias  a ritmo 


sinusal  en  un  porciento  de  los  casos,  que 
fluctúa,  según  informes  de  diferentes  obser- 
vadores entre  44%  y 82%  Este 

efecto  se  logra  mediante  el  uso  de  dosis  a 
veces  considerables,  que  producen  reacciones 
tóxicas  de  importancia  en  uno  de  cada  tres 
pacientes,  de  acuerdo  con  el  consenso  gene- 
ral, y requieren  observación  médica,  electro- 
cardiogramas y exámenes  de  laboratorio  fre- 
cuentes 

Las  limitaciones  que  impone  el  uso  de  la 
quinidina  y la  procainamida  han  estimulado 
la  búsqueda  de  otros  métodos  de  tratamien- 
to. Basándose  en  los  resultados  beneficiosos 
obtenidos  con  el  uso  de  la  corriente  alterna 
para  defibrilar  el  corazón  durante  el  acto 
operatorio,  Zoll  inició  el  uso  de  la  descar- 
ga eléctrica  con  corriente  alterna  al  corazón 
a través  del  tórax  en  1956,  en  cinco  casos 

De  los  Servicios  de  Cardiología  y .Anestesiología  del 
Hospital  de  Damas,  Ponce,  P.  R. 


19 


J.  R.  González  Flores,  M.  D.  j 


20  yofúmrn  57 

Súmero  1 


de  fibrilación  ventricular  y asistolia,  todos 
en  grave  estado,  de  los  cuales  uno  sobrevivió 
“b  Más  tarde  Zoll  informó  de  16  ca- 
sos adicionales  El  encontró  que  la 

descarga  eléctrica  con  corriente  alterna  fre- 
cuentemente produce  fibrilación  ventricular 
o asistolia,  pero  ¡nido  corregir  esta  arritmia 
con  nue\  as  descargas,  con  éxito  en  la  mayo- 
ría de  los  casos.  Su  conclusión  fue  que  la 
electro\ersión  con  corriente  alterna  está  in- 
dicada “cuando  la  condición  del  paciente  es 
desesperada  o intolerable,  y la  terapia  medi- 
camentosa es  inefecti\a,  o por  alguna  razón 
no  aconsejable”.  Posteriormente  Bouvrain 
informó  sobre  cuatro  casos  (todos  con 
éxito),  Paul  sobre  cuatro  casos  (tres  con 

éxito),  y se  han  informado  casos  aislados 
por  Parmlcy  Reitman^^^'  Passalacqua 

y otros.  La  serie  más  extensa  es  la  de 
Jouve  que  consiste  de  119  pacientes  con 
149  episodios  de  arritmia,  obteniendo  con- 
versión en  82%  de  los  casos.  La  émica  com- 
plicación fue  una  embolia  en  un  paciente 
de  fibrilación  auricular  que  no  había  recibi- 
da anticoagulante. 

Preocupado  por  la  alta  incidencia  de 
complicaciones  con  el  uso  de  corriente  alter- 
na, Lown  hizo  un  estudio  comparativo  en 
85  animales,  a los  cuales  aplicó  descar- 
ga de  corriente  directa  y de  corriente  alterna. 
Est^  estudio  demostró  que  la  descarga  eléc- 
trica de  un  condensador  es  más  efectiva  que 
la  de  la  corriente  alterna,  y está  acompañada 
por  menos  complicaciones.  Cuando  sincronizó 
la  descarga  de  manera  que  ocurriera  fuera 
del  período  vulnerable,  logró  eliminar  total- 
mente la  incidencia  de  fibrilación  ventricu- 
lar, y reducir  a niveles  insignificantes  los 
efectos  nocivos  de  la  corriente  eléctrica  en 
el  corazón  Como  resultado  de 

estos  estudios,  Lown  diseñó  un  condensador, 
el  cual,  con  ligeras  modificaciones,  se  usa  hoy 


día  generalmente  jiara  la  electroversión.  Este  , 
método  se  ha  usado  en  las  series  más  exten- 
sas que  se  han  publicado,  según  puede  verse 
en  el  ¡primer  cuadro. 

Otros  observadores  que  han  descrito  el 
uso  de  la  corriente  directa  para  electrover- 
sión son  Clarebrough  Alexander 

Stock  y Cuello  Mainardi  (en  un  caso 
post-opcratorio*^®b  Stanzlerí^^'  la  usó  con  éxi-  j 
to  en  un  caso  en  el  cual  había  fracasado  el  ' 
uso  de  corriente  alterna. 

La  mayoría  de  los  investigadores  es-  j 
tán  contestes  en  que  el  método  es  inicuo  y ^ 
seguro.  Los  cambios  principales  que  ocurren 
durante  el  proceso  de  electroversión  son  des-  ‘ 
nivelación  transitoria  del  segmento  1 

contracciones  prematuras  de  diferentes  focos,  I 
y ritmo  nodal  Kong  y Ma- 

rriot  han  demostrado  que  se  puede  usar 
la  descarga  eléctrica  de  corriente  directa 
hasta  140  veces  sin  daño  demostrable  al 
corazón.  l 

Comprobada  plenamente  la  inocuidad  y 
efectividad  del  método  de  electroversión 
con  corriente  directa,  nos  propusimos  iniciar  I 
un  estudio  del  uso  de  este  método  en  nues- 
tro medio  ambiente,  con  particular  interés 
en  la  fibrilación  auricular,  por  tratarse  de 
la  más  frecuente  de  las  arritmias,  y la  que  ^ 
generalmente  permite  la  ambulación. 

Material  y Método 

El  estudio  preliminar  consiste  de  seis  tra- 
tamientos de  electroversión  a cinco  pacientes 
con  fibrilación  auricular.  El  primer  caso  fue 
el  de  una  joven  (caso  1)  de  20  años,  que  tiene 
insuficiencia  mitral  de  origen  reumático,  con 
hipertrofia  ventricular  izquierda,  clase  fun- 
cional II.  Esta  paciente  desarrolló  fibrilación 
auricular  y descompensación  2.5  meses  (**) 

**La  duración  de  la  fibrilación  se  cuenta  desde 

el  momento  en  que  se  hizo  el  diagnóstico. 
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antes  de  la  electroversion.  Había  recibido  tra- 
tamiento con  quinidina  sin  éxito,  posiblemente 
por  intolerancia.  La  segunda  paciente  (caso  2), 
de  45  años,  tiene  insuficiencia  y estenosis,  mi- 
tral y aórtica  de  origen  reumático,  con  hi- 
pertrofia gigante  de  la  aurícula  izquierda  e 
hipertrofia  biventricular,  clase  III.  Su  fibri- 
lación  databa  de  3.5  años,  y había  recibido 
tratamiento  con  quinidina  sin  éxito.  Usaba 
digital  y diuréticos  para  mantener  compen- 
sación. El  tercer  caso  fue  un  hombre  de  51 
años  (caso  3),  que  había  tenido  varias  embolias 
cerebrales,  con  hemiplegia  izquierda,  proba- 
blemente de  origen  arterioesclerótico,  clase 
II.  Sufría  de  fibrilación  auricular  desde  hacía 
1.5  años,  y había  recibido  tratamiento  con 
quinidina  sin  éxito.  El  cuarto  caso  fue  una  se- 
ñora de  68  años  (caso  4),  con  enfermedad  ar- 
terioesclerótica  del  corazón  e hipertrofia  ven- 
tricular izquierda,  clase  II.  Hacía  dos  años  que 
tenía  fibrilación,  y había  recibido  tratamien- 
to de  quinidina  sin  éxito.  El  quinto  trata- 
miento se  le  administró  a la  paciente  no.  2, 
quien  había  revertido  a fibrilación  seis  horas 
después  de  la  electroversión.  El  próximo  pa- 
ciente fue  un  hombre  de  41  años  (caso  5),  con 
estenosis  e insuficiencia  mitral,  hipertro- 
fia auricular  izquierda  y ventricular  derecha, 
clase  III.  Este  paciente  fue  sometido  a comi- 
surotomía  en  dos  ocasiones.  Empezó  a pade- 
cer de  fibrilación  hace  2.5  años.  Fue  convertido 
inicialmente  con  quinidina,  pero  revirtió  y 
se  mantuvo  en  fibrilación.  Todos  los  pacien- 
tes recibían  digital  en  dosis  de  sostenimiento. 

Se  le  administró  anticoagulante  a todos  los 
pacientes  por  espacio  de  1-3  semanas  antes 
del  procedimiento,  siguiendo  el  consejo  de 
Mathivat(28)j  con  el  objeto  de  tratar  de  evi- 
tar las  embolias  postconversión,  que  en  un 
estudio  habían  ascendido  al  3.3%  de  los  ca- 
sos tratados*^).  Se  le  explicó  el  objeto  y el 
mecanismo  del  tratamiento  a cada  paciente  y 
se  obtuvo  su  consentimiento  escrito  para  el 
procedimiento.  En  cada  caso  se  hizo  una  con- 
sulta formal  por  un  anestesiólogo  y por  un 
cardiólogo  adicional.  Se  omitió  el  digital  de 
1-3  días  antes,  y se  comenzó  quinidina  en  do- 
sis de  1.5  gm.  cada  24  hrs.,  por  tres  días 
antes  del  tratamiento. 


Aunque  Stock(35)  informó  de  18  casos  de 
electroversión  tratados  sin  anestesia,  el  con- 
senso general  de  opinión  favorece  el  uso  de 
anestesia  ligera  (primer  plano  quirúrgico). 
Aunque  el  procedimiento  no  produce  dolor,  la 
contracción  muscular  de  la  descarga  eléc- 
trica es  notable,  y susceptible  de  producir  trau- 
ma emocional.  Se  administró  un  barbitúrico, 
(generalmente  secobarbital,  50  - 100  mgs.) 
la  noche  antes,  y dos  horas  antes  del  trata- 
miento. Una  hora  antes  se  le  administró  me- 
peridina,  50-75  mgs.  por  la  vía  instramuscu- 
lar.  Se  mantuvo  al  paciente  en  ayunas  por 
doce  horas  antes.  Para  la  electroversión  se 
usó  tiopental  en  dosis  de  150-200  mgs.,  con  una 
combinación  de  50%  de  óxido  nitroso  y oxí- 
geno. Se  administraron  dosis  suplementarias 
de  tiopental  en  dos  casos.  Se  usó  una  cánula 
orofaríngea.  En  los  primeros  tres  casos  se 
suministró  succinil-colina  al  0.1%  por  gotas 
en  una  infusión  endovenosa;  se  omitió  este 
miorecidivo  en  los  tres  últimos  tratamientos 
por  considerarse  que  no  contribuyó  a dis- 
minuir la  contracción  muscular.  Se  mantuvo 
a los  pacientes  en  la  sala  de  recuperación  por 
30  minutos,  tomando  nota  del  pulso,  la  res- 
piración y la  tensión  arterial.  Estas  últimas 
no  sufrieron  cambio  alguno  en  ninguna  de  las 
electroversiones. 

El  procedimiento  de  electroversión  se  llevó 
a cabo  en  la  sala  de  recuperación,  usando  un 
instrumento  que  tiene  un  sincronizador  (ma- 
nual y automático),  defibrilador  (interno  y 
externo),  marcapaso  artificial  (de  corriente 
y batería),  y cardioscopio  donde  se  observa 
el  registro  electrocardiográfico  en  todo  momen- 
to  (***).  Se  tomó  un  trazo  completo  de  doce 
derivaciones  antes  y después  del  procedimiento. 
Durante  la  electroversión  se  usó  la  segunda 
derivación  (D2).  Se  usó  el  sincronizador  au- 
tomático en  todos  los  casos;  éste  está  ajus- 
tado de  manera  que  la  descarga  se  produce 
18  milisegundos  después  del  vértice  de  la  R. 
Se  probó  el  instrumento  antes  de  efectuar  la 
descarga.  Se  aplicó  un  electrodo  en  la  región 

***Cardiac  Synchronizer,  de  la  casa  Corbin- 
Farnsworth. 
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paraesternal  derecha,  con  el  centro  aproxima- 
damente en  el  tercer  espacio  intercostal,  y el 
otro  en  la  reg:ión  inter-escapulo-vertebral  iz- 
quierda, en  ambos  casos  impregnados  de  pasta 
para  evitar  quemaduras.  Se  usaron  estas  po- 
siciones, pues  Mathivat(28)  y Lo\vn(27)  demos- 
traron que  en  esa  forma  se  reducía  al  mínimo 
la  cantidad  de  energía  necesaria  para  la  con- 
versión. Esta  posición  de  los  electrodos  re- 
quiere que  el  paciente  esté  acostado  sobre  el 
lado  derecho  en  el  momento  de  la  descarga. 

En  el  primer  caso  se  utilizaron  descargas 
de  80  y 100  vatios-segundos  de  energía.  En 
la  segunda  paciente  se  usaron  100,  200  y 300 
vatios-segundos.  El  tercer  paciente  requirió 
100  y 200,  y la  cuarta  paciente  100,  200,  300  y 
400  vatios-segundos.  En  el  quinto  tratamien- 
to, a la  paciente  no.  2,  se  obtuvo  conversión 
con  una  sola  descarga  de  200  vatios-segundos. 
Lo  mismo  ocurrió  en  el  quinto  paciente.  En 
total,  se  administraron  trece  (13)  en  seis  (6) 


Fig  1 : El  trazo  superior  muestra  bigeminis- 
mo  en  el  caso  2 en  la  primera  electrover- 
sión.  (8/24/64).  En  el  segundo  trazo  mues- 
tra ritmo  nodal,  140/min.  El  tercer  trazo 
muestra  bigeminismo  antes  de  cambiar  a 
ritmo  sinusal. 


electroversiones,  un  promedio  de  dos  (2)  por 
paciente.  El  promedio  de  energía  usado  fue 
200  vatios-segundos. 

Se  obtuvo  la  conversión  de  la  arritmia  en 
todos  los  tratamientos.  La  segunda  paciente 
presentó  contracciones  prematuras  auricula- 
res y ventriculares,  bigeminismo  y ritmo  no- 
dal (Fig.  1)  antes  de  la  conversión.  Se  con- 
sideró que  este  efecto  podía  deberse  en  parte  a 
hipokalemia,  y se  le  administraron  40  mEq. 
de  potasio  por  vía  endovenosa.  Para  la  se- 
gunda electroversíón,  esta  paciente  recibió 
potasio  por  dos  semanas  antes.  En  esta  oca- 
sión la  conversión  ocurrió  instantáneamente. 
En  todos  los  demás  casos  la  conversión  ocu- 
rrió directamente  de  fibrilación  a ritmo  si- 
nusal (Fig.  2).  Se  pudo  observar  el  cambio  en 
el  cardioscopio  a intervalos  menores  de  30  se- 
gundos, es  decir,  el  tiempo  en  que  se  ajustaba 
el  paciente  a la  posición  natural  después  de  la 
contracción. 


Fig  2 : En  el  trazo  superior  puede  verse  el 
cambio  de  fibrilación  a ritmo  sinusal  direc- 
tamente. (Caso  1).  El  trazo  del  medio  mues- 
tra la  conversión  inmediatamente  (Caso  2). 
(10/3/64).  El  trazo  inferior  muestra  el  cam- 
bio inmediato  (Caso  5).  (10/16/64). 
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Comentarios 

El  uso  de  una  descarga  eléctrica  para  con- 
vertir las  arritmias  se  basa  en  tres  premisas: 

( 1 ) Los  factores  que  inician  las  arritmias 
, auriculares  y ventriculares  son  generalmente 
transitorios;  una  vez  que  comienza,  el  me- 
canismo anormal  se  perpetúa  espontánea- 
1 mente;  la  mayoría  de  las  arritmias  ectópicas 
en  el  hombre  pueden  persistir  debido  al  pa- 
so continuo  de  frentes  de  onda  de  excitación 
que  circulan  repetidamente  por  caminos  fi- 
jos o variables.  (2)  Cuando  se  extingue  el 
trastorno  ectópico  momentáneamente,  el  nu- 
do sinusal,  por  su  más  alto  grado  de  ritmici- 
dad,  reasume  su  papel  de  marcapaso  predo- 
minante. (3)  Es  factible  lograr  la  depolari- 
I zación  total  del  corazón  a través  del  tórax 
I por  medio  de  una  descarga  eléctrica.  Cuando 
! es  efectiva,  esta  depolarización  elimina  el  me- 
canismo ectópico  y pennite  la  restauración 
del  ritmo  sinusal. 

Por  lo  anteriormente  expuesto,  es  de  espe- 
rar el  fracaso  del  procedimiento  en  una  de 
las  siguientes  circunstancias:  (1)  Si  persisten 
los  factores  que  originaron  el  mecanismo 
anormal;  (2)  Si  hay  enfermedad  sinusal  o 
auricular  causada  por  drogas,  inflamación, 
infiltración  o infarto.  Esto  explica  la  expe- 
riencia de  los  investigadores  en  el  sentido 
de  que  la  mayor  parte  de  los  fracasos  con 
la  electroversión  ocurrieron  en  pacientes  con 
insuficiencia  mitral  y aurícula  gigante.  Este 
es  el  caso  de  nuestra  segunda  paciente,  quien 
convirtió  al  ritmo  sinusal  en  dos  ocasiones, 
pero  que  revirtió  a fibrilación  auricular  seis 
horas  después  del  tratamiento  la  primera  vez, 
y dos  días  después  del  tratamiento  la  segun- 
da vez.  Es  de  notar,  sin  embargo,  que  aún 
en  esta  paciente,  el  tratamiento  fue  efecti- 
vo en  lograr  la  conversión  al  ritmo  nonnal. 
Todos  los  demás  pacientes  han  mantenido 


el  ritmo  sinusal  hasta  ahora,  un  máximo  de 
tres  meses  en  los  primeros  tres  casos.  Por  el 
presente,  todos  están  recibiendo  quinidina, 
1.0  gm.  al  día,  en  dosis  divididas. 

Por  la  experiencia  adquirida  en  el  uso  de 
la  electroversión  con  corriente  directa,  es  po- 
sible postular  las  siguientes  indicaciones  y 
contraindicaciones  ^7,  28,  30,  38,  39). 

Indicaciones: 

1.  Taquicardia  ventricular  en  todos 
los  casos. 

2.  Flúter  auricular  en  todos  los  casos 

3.  Taquicardia  paroxística  en  los  ca- 
sos en  que  se  hace  difícil  determi- 
nar si  su  origen  es  auricular  o ven- 
tricular. 

4.  Fibrilación  auricular  reumática  o 
arteri  oesclerótica. 

5.  Taquicardia  supraventricular  que 
no  responde  a tratamiento. 

6.  Fibrilación  ventricular. 

Contraindicaciones : 

1.  Fibrilación  auricular  en  pacientes 
de  edad,  con  bloqueo  atrio-ventri- 
cular,  o bien  controlados  con  digi- 
tal. 

2.  Fibrilación  debida  a digital. 

3.  Fibrilación  que  ocurre  durante  el 
curso  de  un  infarto. 

4.  Cuando  se  hace  difícil  mantener 
el  ritmo  sinusal. 

5.  En  casos  de  idiosincrasia  o to- 
xicidad por  la  quinidina. 

Resumen  y Conclusiones 
Preliminares 

Se  hace  un  breve  recuento  de  la  historia  de 
la  electroversión.  Se  describe  el  método  de 
electroversión  mediante  el  uso  de  descarga 
de  corriente  directa.  Se  describe  y se  analiza 
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la  electiovcrsión  electiva  en  seis  ocasiones  a 
cinco  pacientes  con  fihrilación  auricular.  La 
electro\ersión  tuvo  éxito  en  convertir  las 
arritmias  en  todas  las  ocasiones  en  que  la 
usamos,  sin  complicación  alguna.  El  método 
es  efectivo,  inocuo,  y superior  a la  cjuinidina 
y otras  drogas  para  convertir  arritmias  al 
ritmo  sinusal. 

Summary  and  Preliminary 
Conclusions 

The  history  of  cardioversioit  is  briefly 
reviewed.  The  method  of  cardioversion, 
tising  a capacitor  discharge,  is  described.  The 
elective  cardioversion,  carried  out  six  times 
in  five  patients  with  auricular  fibrillation, 
is  described  and  analyzed.  The  treatment 
was  succesful  in  converting  the  arrhythmia 
in  all  six  occasions,  without  any  complica- 
tions. Cardioversion,  using  direct  current,  is 
effective,  safe,  and  superior  to  quinidine  and 
other  drugs  for  conversion  of  arrhythmias 
to  sinus  rhythm. 
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The  classification  of  adrenal  tumors  by 
Karsner  in  1950  (1)  includes  all  tumors  of 
the  adrenal  occurring  in  both  adults  and 
children  of  both  sexes.  In  this  presentation 
we  are  concerned  only  \vith  tumors  of  the 
adrenal  occurring  in  the  adult  male;  there- 
fore, we  have  modified  Karsner’s  classification 
accordingly  (Table  I). 

Non-functioning  Cortical  Tumors  are  very 
rare,  being  present  in  less  than  3%  of  autop- 
sies (1).  Those  growing  to  a rather  large 
size,  are  discovered  incidentally  in  abdomi- 
nal X-Ray  studies. 

Functioning  Adenomas  are  also  rather 
infrequent  but  they  can  be  diagnosed 
clinically  because  they  present  the  Cushing’s 
syndrome  or  adrenogenital  clinical  picture. 
These  tumors  are  rather  small  (3-4  cm.), 
and  can  be  demonstrated  by  X-Ray  only 
when  they  happen  to  be  large. 

Primary  Aldosteronism,  a rare  condi- 
tion, originally  described  by  Conn,  be- 
longs also  to  this  group.  Being  small,  these 
adenomas  are  also  rarely  demonstrable  by 
X-Ray. 

Adenocarcinomas  are  not  uncommon 
and  most  of  them  are  functional.  They 
are  large  enough  so  that  many  of  them  are 
palpable  and  can  be  readily  demonstrated 
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by  X-Ray.  The  X-Ray  demonstration  is  also 
helped  by  the  presence  of  flocculent  calcifica- 
tion, which  occurs  in  about  one  third  of  these 
tumors. 

Pheochrornocytomas  are  more  freejuent. 
They  are  diagnosed  clinically  as  a 
rule,  except  when  the  j)atient  is  normotensive 
or  exhibits  the  clinical  picture  of  “essential” 
hypertension.  The  average  size  of  these  tu- 
mors being  7.5  cm.,  the  majority  of  them  can 
be  demonstrated  by  X-Ray.  Very  few  of 
them  show  calcifieation.  The  incidence  of 
malignancy  in  pheochrornocytomas  is  about 
10%  and  they  are  bilateral  in  10  to  20%. 
I'he  extra-adrenal  location  of  pheochromo- 
cytomas  occurs  mostly  in  children. 

Statistically  metastatic  tumors  are  more 
common  than  all  of  the  primary  tumors  put 
together  (5).  The  order  of  frequency  of 
metastases  to  the  adrenals  is  as  follows: 
melanoma,  60%;  carcinoma  of  kidneys, 
45 %q  and  carcinoma  of  lung,  36%.  Most  of 
these  tumors  are  bilateral. 


**From  the  X-Ray  Service,  Veterans  Adminis- 
tration Hospital,  San  Juan,  Puerto  Rico. 

* Presented  at  the  Annual  Meeting  of  the 

Medical  Association  of  Puerto  Rico  held 
November  15,  1963. 
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TABLE  I 

CLASSIFICATION  OF  TUMORS  OF  THE  ADRENAL  IN  ADULT  MALE 


I.  Tumors  arising  from  the  adrenal  cortex: 

a.  Adenoma  (functioning  and  non-functioning). 

b.  Adenocarcinoma 


II.  Tumors  arising  from  the  adrenal  medulla: 

Pheochromocytoma 

III.  Metastatic  Tumors 

TABLE  II 

METHOD  OF  X-RAY  EXAMINATION  FOR  TUMORS  OF  THE  ADRENALS 

Plain  film  of  abdomen. 

Intravenous  and  retrograde  pyelography 

Laminography 

Pre-sacral  pneumography 

Aortography 

In  fourteen  years,  we  have  had  only  one 
adenocarcinoma,  one  pheochromocytoma  and 
two  metastatic  tumors  of  the  adrenals. 

The  purpose  of  this  presentation  is  to 
demonstrate  the  role  of  roentgenology  in 
these  tumors. 

We  have  used  all  the  methods  given  in 
'Fable  II  with  the  exception  of  aortography 
because  of  the  dangers  involved  in  this 
examination.  The  respective  role  of  each  of 
these  examinations  is  shown  in  the  following 
cases. 


Case  Reports 

Case  1 : A 45-year  old  male  was  admitted 
September  14,  1960  with  a chief  complaint  of 
left  upper  quadrant  abdominal  pain  of  one 
month  duration.  He  had  not  lost  weight. 

Blood  pressure  was  115/70  mm  Hg.  A hard 
ma.ss  was  felt  deep  in  the  left  upper  abdomen. 

Laboratory  examinations  were  normal. 

Initial  clinical  impression:  Pancreatitis, 
chronic. 

X-Ray  examinations : Intravenous  and  retro- 
grade pyelograms  and  upper  gastrointestinal 
series  (Fig.  1).  Impression:  Retroperitoneal 
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Fig.  1:  Case  1.  a)  Intravenous  pyelogram; 
b)  Upper  gastrointestinal  study. 
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Fig.  2:  Case  2.  a)  Intravenous  pyelogram 
with  pre-sacral  pneumography  and  lamino- 
graphy,  right  side;  b)  Presacral  pneumogra- 
phy with  barium  swallow,  left  side. 
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tumor,  left  upper  abdomen;  whether  benign  or 
malignant  cannot  be  determined  from  this 
examination.  Exploration  is  advised. 

On  October  4 exploration  was  carried  out. 
The  preoperative  diagnosis  was  cystadenoma 
of  the  pancreas.  An  encapsulated  retroperiton- 
eal tumor  was  found  which  measured  12.5 
X 12  X 8 cm.  and  weighed  900  g.  The  patient 
was  asymptomatic  when  last  examined  on 
October  1963.  Chest  X-Ray  was  negative. 

Pathological  diagnosis:  Carcinoma  of  adrenal 
cortex,  left. 

Case  2:  A 68-year  old  male  was  admitted  on 
July  8,  1962  with  the  complaint  of  hematuria 
present  intermittently  for  30  months. 

Blood  pressure  was  110/60  mm  Hg.  The 
prostate  was  large  and  firm. 

Laboratory:  WBC:  14,150.  Urinalysis: 

sediment  loaded  with  RBC.  Urinary  catechola- 
mines: 1777  Ug. 

Initial  clinical  impression:  Benign  prostatic 
hyperthophy. 

Episodes  of  palpitations,  cold  sweats,  giddi- 
ness, headache,  dyspnea  and  oppresive  chest 
pain  occurred  while  in  the  hospital.  Blood 
pressure  ranged  between  110/70  and  210/160 
mm  Hg.  Regitine  test  was  positive. 

X-Ray  examinations:  Intravenous  pyelogram, 
laminogram,  right  and  presacral  pneumograp- 
phy  (Fig.  2).  Impressions:  Bilateral  adrenal 
tumors. 

On  December  17  resection  of  tumor  of  the 
right  adrenal  was  performed.  The  encapsulated 
tumor  measured  8 x 6.5  x 4.5  cm  and  weighed 
144  g.  The  preoperative  diagnosis  was  pheoch- 
romocytoma.  The  left  adrenal  was  found  to 
be  normal.  A carcinoma  of  the  urinary  bladder 
was  also  found. 

Pathological  diagnosis:  Pheochromocytoma, 
benign,  right  adrenal.  Transitional  cell  carci- 
noyna,  grade  IV • urinary  bladder. 

The  bladder  tumor  did  not  respond  to  cobalt 
irradiation  therapy.  Chest  X-Ray  and  bone 
survey  in  October  1963  were  negative  for 
metastases. 

Ca.se  3:  A 67-year  old  male  was  readmitted 
because  of  a dull  non-radiating  pain  in  the 
right  lumbar  area  of  2 months  duration  and 


fever.  He  had  lost  30  pounds  in  weight.  A 
laryngectomy  for  carcinoma  had  been  perform- 
ed in  June  1962.  He  suffered  a right  upper 
lobectomy  for  carcinoma  in  August  1962.  It 
could  not  be  determined  on  anatomic  examin- 
ation whether  the  lung  tumor  was  primary  or 
metastatic. 

Physical  and  laboratory  examinations  were 
normal. 

X-Ray  exaynmations : Right  retrograde  pyelo- 
gram with  laminogram  (Fig.  3)  Impression: 
Large  suprarenal  mass,  probably  metastatic 
tumor.  Bone  survey  and  chest  X-Ray  were 
negative. 

The  patient  is  undergoing  radiotherapy  with 
cobalt  at  present. 

Case  Jt:  A 31-year  old  male  was  admitted 
because  of  fever  and  a tender  right  upper 
quadrant  abdominal  mass.  A left  upper 
lobectomy  for  carcinoma  of  the  lung  had  been 
performed  six  weeks  before  (Jan.  8,  1963). 

X-Ray  exayyiiyiations:  Cholecystogram  and 
laminogram  of  right  upper  quadrant  (Fig.  4a). 
Impression:  Normal  gallbladder;  large  mass 
in  right  upper  abdomen. 

Intravenuous  pyelogram  (Fig.  4b).  Impres- 
sion: Downward  displacement  or  right  kidney 
by  mass,  perhaps  arising  from  the  posterior 
aspect  of  the  liver. 

On  March  11  biopsy  of  right  suprarenal  mass 
was  done. 

Pathological  diagnosis:  Undifferentiated 
carcinoyna,  yyietastatic,  retroperitoneal. 

The  patient  expired  on  August  1963. 

Comment 

I would  like  to  mention  that  only  two 
cases  of  pheochromocytomas  have  been 
reported  in  Puerto  Rico.  These  were 
published  by  Haddock  and  Martinez  (8). 
In  both  of  these  cases,  X-Ray  examinations 
failed  to  demonstrate  the  tumors. 

Summary 

Two  primary  and  two  metastatic  tumors 
of  the  adrenal  have  been  presented,  all  of 
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Fig.  3:  Case.  3.  a)  Intravenous  pyelogram; 
b)  Right  retrograde  pyelogram,  laminography. 
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Fig.  4:  Case  4.  a)  Cholecystogram,  oral,  la- 
minography;  b)  Intravenous  pyelogram,  obli- 
que view. 
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them  well  demonstrated  and  localized  by 
X-Ray  examinations.  The  importance  of 
roentgenology  in  adrenal  tumors  is  shown 
by  the  fact  that  two  of  them  were  unsuspect- 
ed clinically. 

Resumen 

t Se  describen  brevemente  cuatro  casos  de 

I 

I tumores  de  las  glándulas  suprarenales,  dos 
! primarios  y dos  metastáticos  los  cuales  fue- 
I ron  demostrados  por  métodos  radiológicos. 

! En  dos  de  ellos  no  se  sospechó  la  presencia 
de  un  tumor  a base  de  los  datos  clínicos. 
Se  enfatiza  el  valor  de  los  exámenes  radioló- 
Ü gicos  en  el  diagnóstico  de  estos  tumores. 
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ALVEOLAR  GAS  PRESSURES 
DURING  SCUBA  DIVING 


The  partial  pressures  of  carbon  dioxide 
(PACO2)  and  oxygen  (PACO2)  in  alveolar 
air  have  been  measured  under  various  en- 
rironmental  conditions.  Haldane  and  Priest- 
ley(i)  reported  that  on  breathing  air  up  to 
a pressure  of  6 atmospheres  PACO  2 rose  by 
only  3-4  mm  Hg.  Lamphiere^^^’  examined  the 
changes  in  PACO2  during  energetic  swim- 
ming while  breathing  oxygen-nitrogen  mix- 
tures and  found  variable  increases  in  CO2 
tension;  this  differs  from  excercise  in  air 
where  there  tends  to  be  a slight  fall  in 
PACO  2 <3.  4) 

We  would  like  to  report  here  the  results 
of  a pilot  experiment  in  w'hich  alveolar  gas 
tensions  were  measured  during  SCUBA* 
diving  to  depths  of  140  feet,  in  the  waters 
of  this  area. 

Methods 

In  order  to  develop  and  standardize  a means 
of  sampling  alveolar  air  under  water,  an  initial 
series  of  experiments-  was  performed  in  a 
swimming  pool  14  feet  deep.  Throughout  these 
experiments  compressed  atmospheric  air  was 
breathed  at  the  ambient  pressure  through  a 
Snark  Mark  II  single  hose  regulator  from  a 
180  cu.  ft.  double  aqualung.  Depth  and,  con- 
sequently, ambient  pressure  was  measured  by 

*Self  Contained  Underwater  Breathing  Ap- 
paratus. 
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three  depth  gauges  which  were  in  agreement 
throughout  the  range  of  the  experiments.  Gas 
samples  were  collected  by  two  methodsi^); 

1.  At  the  end  of  a forced  expiration  gas  sam- 
ples were  taken  from  the  mouth  in  50  ml. 
oiled  syringes  which  were  sealed  with  air- 
tight taps. 

2.  End  forced  expiration  samples  were  trapped 
close  to  the  mouth  in  a brass  tube  between 
low  resistance  valves.  The  samples  were 
then  transferred  to  glass  tonometers.  All 
samples  were  taken  following  a 5 minute 
period  of  minimal  muscular  activity  and  the 
gas  analyses  were  performed  in  duplicate 
with  a Haldane  Gas  Analysis  Apparatus. 

Results 

Figure  1 shows  the  PACO 2 measurements 
made  on  three  separate  occasions  at  a depth 
of  14  feet.  It  may  be  seen  that  the  results 
are  consistent,  considering  the  circumstances 
of  the  experiment.  In  figure  2 are  shown 
PACO 2 values  at  different  depths  collected 
from  the  same  subject  during  three  separate 
dives.  The  deepest  samples  were  taken  at 
140  feet.  This  lower  point  was  chosen  be- 
cause the  subject  experienced  at  170  feet, 
the  first  signs  of  nitrogen  narcosis  in  the 
form  of  deja  vu  phenomena  and  a 30  foot 
margin  was  therefore  allowed.  It  may  be 
seen  that  as  the  depth  increases  the  PACO2 

^Department  of  Physiology,  School  of  Medicine, 
San  Juan,  P.  R. 
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Figure  1 . 

This  shows  the  partial  pressure  of  alveolar 
carbon  dioxide  in  mm.  Hg.  recorded  at  the 
bottom  of  a 14  feet  swimming  pool  on  three 
separate  occasions  to  test  the  reproducibility 
of  the  sampling. 


Figure  2. 

This  shows  the  partial  pressure  of  carbon 
dioxide  in  alveolar  air  samples  plotted 
against  the  depth  of  seawater  at  which  the 
samples  were  obtained.  This  figure  represents 
the  results  from  three  separate  dives,  indica- 
ted by  the  different  symbols. 


DEPTH  IN  FEET. 
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Figure  3. 

The  alveolar  partial  pressure  of  oxygen  in 
mm.  Mg.  is  plotted  against  the  depth  at 
which  the  samples  were  taken. 


DEPTH  IN  FEET. 


increases.  Figure  3 shows  the  concurrent 
changes  in  PAC02'  At  140  feet’  the  alveolar 
oxygen  partial  pressure  was  equivalent  to 
that  when  breathing  pure  oxygen  at  sea 
level. 

Discussion 

Several  factors  must  be  considered  when 
attempting  to  explain  the  observed  increase  in 
alveolar  carbon  dioxide  partial  pressure  as 
the  diver  descends. 

1.  The  accuracy  of  the  depth  measure- 
ment; Three  gauges  which  were  in  agree- 
ment throughout  the  range  were  used. 
This,  whilst  tending  to  minimize  error, 
would  not  exclude  the  possibility  that  all 
three  gauges  had  a similar  inaccuracy. 

2.  The  increase  in  the  PACO  2 would  tend 
to  impair  CO2  transport  due  to  the  high 


saturation  of  the  venous  blood  and  cause 
a rise  in  tissue  C02.*®^  This,  however, 
would  tend  to  stimulate  respiration  and 
cause  a fall  in  alveolar  CO2  tension. 

3.  Increase  in  airway  resistance  due  to  in- 
creasing gas  viscosity  with  increasing  am- 
bient pressure:  This  is  a very  real  pos- 
sibility and  the  increased  resistance  to 
breathing  has  been  noted  by  most  divers 
during  moderate  effort  below  100  feet. 

4.  Increases  in  central  blood  volume  and  de- 
creases in  vital  capacity,  together  with  re- 
duction in  lung  compliance:  We  have 
observed  that  there  is  a reduction  in 
supine  vital  capacity  of  400  ml.  at  depths 
of  50  feet.  This  could  be  produced  by 
two  factors;  firstly,  a peripheral  vaso- 
constriction due  to  immersion  in  water 
below  body  temperature,  with  consequent 
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augmentation  of  central  blood  volume; 
secondly,  the  increased  inspiratory  effort 
I needed  to  overcome  the  resistance  of  the 
i regulator  would  tend  to  augment  intra- 

' thoracic  venous  volume. 

I 

[ Summary 

j I'he  results  of  a pilot  experiment  show 
1 an  increase  in  the  partial  pressure  of  carbon 
dioxide  as  SCUBA  diver  goes  deeper.  Some 
possible  causes  for  this  observations  are 
briefly  noted. 

I 

I 

Resumen 

Se  describe  un  estudio  piloto  sobre  las  con- 
centraciones alveolares  de  oxígeno  y bióxido 
de  carbono  en  un  buzo  usando  un  equipo 
SCUB.\.  Se  encontró  un  aumento  en  la  ten- 
sión parcial  de  bióxido  de  carbono  relaciona- 
do a la  profundidad.  Se  consideran  varias 
posibles  explicaciones  para  este  hallazgo. 
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Major  advances  have  been  made  in  the 
past  25  years  in  our  knowledge  and  under- 
standing of  die  physiological  alterations 
which  take  place  during  pregnancy.  Import- 
ant functional  changes  occur  in  the  respira- 
tory, cardio-vascular,  hepatic,  gastro-intestinal 
and  genito-urinary  systems.  There  is,  for 
e.xample,  an  increase  in  blood  volume,  respi- 
ratory minute  volume,  oxygen  consumption, 
cardiac  output,  and  gastric  emptying  time, 
and  a reduction  in  functional  residual  capa- 
city and  liver  function.  Some  of  these  alte- 
rations are  of  considerable  significance  in  the 
anesthetic  management  of  the  pregnant  wom- 
an. This  report  will  be  limited  to  a brief  re- 
view of  certain  alterations  in  cardio-pulmona- 
ry  function  that  take  place  during  pregnancy 
and  anesthesia. 


Normal  Pulmonary  Function 

Normal  pregnancy  is  associated  with  a 
chronic  hyperventilation  of  considerable 
physiological  importance.  The  42%  increase 
in  respiratory  minute  volume  found  in  full- 
term  women  represents  an  approximate  20% 
increase  in  both  tidal  volume  and  respiratory 
rate.  The  lowered  arterial  CO 2 tension  and 
alkalosis  brought  about  by  the  increased 
pulmonary  ventilation  is  compensated  by  an 


increased  excretion  of  bicarbonate  through 
the  kidneys.  Therefore,  normal  gestation  is 
characterized  by  a decrease  in  maternal  buffer 
anions,  including  bicarbonate,  CO2  content 
and  dissolved  CO2  The  buffer  base  is 
reduced  from  a normal  of  48  m Eq.  per  liter 
in  the  non-pregnant  woman  to  42  m Eq. 
per  liter  at  full-term  pregnancy.  The  CO2 
tension  is  lowered  from  the  usual  value  of 
40  mm.  of  mercuiy  to  32  mm.  of  mercury 
pC02  at  term. 

I’he  diminution  in  the  body’s  buffering 
capacity,  including  the  alkaline  reserve,  ori- 
ginally led  to  the  belief  that  a metabolic 
acidosis  developed  during  normal  pregnancy. 
'Ellis  assumption  received  some  support  from 
early  studies  which  showed  that  during 
pregnancy  ketonuria  was  easily  produced 
and  the  oxygen  dissociation  curve  was  shifted 
to  the  right.  It  has  since  been  found  that 
these  changes  represent  a compensated  alkali 
or  CO  2 deficit  rather  than  a true  acidosis, 
since  the  pH  remains  normal  and  no  fixed 
acids  accumulate  in  the  blood. 

The  physiologic  basis  for  the  hyperventila- 
tion of  pregnancy  is  not  known.  Various 
theories  have  been  proposed,  including  an 
increased  acid  production,  oxygen  consump- 
tion' or  increased  levels  of  CO2  in  mixed 
venous  blood  which  may  stimulate  chemore- 

*From  the  Department  of  .■Anesthesiology  University 
of  Miami  School  of  Medicine  and  Jackson  Memorial 
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ceptors  in  the  right  heart  and  pulmonary 
artery.  The  most  widely  held  concept  relates 
the  hypeiA-entilation  to  the  increased  proges- 
terone production  which  accompanies  preg- 
nancy. This  is  supported  by  studies  in  which 
intramuscular  administration  of  this  hormone 
to  healthy  males  resulted  in  reduction  in 
alveolar  pCOj. 

Dynamic  ventilatory  studies  have  shown 
that  the  maximum  breathing  capacity,  air 
velocity  index,  and  timed  vital  capacity  all 
remain  within  normal  limits.  On  the  other 
hand,  with  pregnancy,  there  is  progressive 
decrease  of  the  expiratory  reserve  and  the 
residual  volume,  resulting  at  term  in  an 
18  per  cent  reduction  in  the  functional 
residual  capacity  or  the  volume  of  gas 
remaining  in  the  lung  at  the  end  of  a normal 
expiration.  The  volumetric  loss  of  the 
expiratory  reserve  is  compensated  by  a corres- 
ponding increase  in  the  inspiratory  capacity. 
Consequently,  the  vital  capacity  remains  es- 
sentially unchanged. 

Alterations  In  Pulmonary  Function 

A diminished  functional  residual  capacity 
permits  more  rapid  changes  in  the  concen- 
tration of  gases  in  the  lung.  Both  induction 
and  recovery  from  inhalational  anesthesia 
are  more  rapid,  and  arterial  blood  levels  of 
p()2  pCC)2,  and  pH  undergo  greater  changes 
during  the  breathing  cycle.  This  is  of  consi- 
derable importance  to  the  anesthesiologist, 
since  the  mother  is  thus  particularly  prone  to 
rapid  changes  in  respiratory  blood  gas  levels 
during  disturbances  of  ventilation,  and  may 
quickly  develop  hypoxia,  hypercapnia,  and 
acidosis  or  alternatively,  hypocapnia  and  al- 
kalosis. 

The  tendency  toward  rapid  fluctuations 
in  the  acid-base  status  and  blood  gas  levels 
of  these  patients  is  enhanced  by  the  presence 


of  a high  oxygen  consumption  and  a com- 
pensated alkali  or  CO  2 deficit.  For  example, 
arterial  blood  samples  taken  before  and  im- 
mediately after  endotracheal  intubation  have 
revealed  a rapid  reduction  of  the  oxygen  sa- 
turation to  levels  of  77  per  cent  saturation 
during  a 30-second  period  of  apnea.  Volun- 
tary breath  holding  during  bearing-down  ef- 
forts have  also  resulted  in  oxygen  saturations 
lower  than  87  per  cent.  Hypoventilation  under 
cyclopropane  anesthesia  has  been  shown  to 
lead  rapidly  to  marked  elevation  of  pCOa 
to  68  mm.  of  mercury  and  decreased  pH  to 
7.12.  Lastly,  hyperventilation  can  quickly  lead 
to  CO2  tension  levels  as  low  as  10  to  15  mm. 
of  mercury  and  pH  valves  as  high  as  7.68. 
In  the  unanesthetized  patient  this  degree  of 
hypocapnia  and  alkalosis  is  frequently  asso- 
ciated with  marked  carpopedal  spasm  and 
other  signs  and  symptoms  of  hyperventilation 
tetany. 

The  effects  of  hyperventilation  on  the 
mother  and  fetus  have  undergone  extensive 
investigation.  It  is  important  to  learn 
whether  alterations  toward  alkalosis  in  the 
mother  will  influence  favorably  the  acid- 
base  status  of  the  baby,  since  this  may  prove 
to  be  a means  of  avoiding  or  minimizing 
the  acidosis  and  asphyxia  which  are  frequent- 
ly found  in  the  newborn.  It  appears  that 
moderate  shifts  in  maternal  acid-base  balance 
toward  alkalosis  are  reflected  in  the  infant 
at  birth.  However,  above  a maternal  pH 
of  approximately  7.55,  the  infant  acid-base 
values  cease  to  follow  those  of  the  mother, 
and  at  a pH  level  of  about  7.68,  adverse 
changes  were  observed  in  the  biochemical 
status  as  well  as  in  the  clinical  condition 
of  these  infants.  The  infants  were  born 
with  low  .\i)gar  scores,  ])I  I values  of  about 
6.97,  and  pCC)2  as  high  as  85  mm.  Hg. 

I'he.se  jjreliininary  obscr\ations  in  humans 
have  beeti  confirmed  and  extended  by  a 
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follow-up  study  in  animals.  Statiscally  signifi- 
cant depressions  of  pH  and  elevation  of 
pCOz  values  were  observed  in  fetal  umbilical 
\-ein  blood  when  pregnant  guinea  pigs  were 
severely  hyperventilated  prior  to  delivery. 
The  relatively  poor  clinical  status  of  the 
newborn  animals  also  confirmed  the  effects 
of  severe  maternal  alkalosis.  It  was  concluded 
from  these  observations  that  placental  per- 
fusion diminished  in  association  \vith  mater- 
nal hyperventilations,  possibly  as  a result  of 
uterine  artery  vasoconstriction  due  to  the 
severe  hypocapnia  and  alkalosis  of  the  moth- 
er. I'hese  findings  in  guinea  pigs  correlate 
well  with  the  impression  obtained  in  human 
studies  and  point  to  the  possible  danger  of 
severe  hyperventilation  during  labor  and  de- 
livery. 

Respiratory  failure  is  often  implicated  as 
the  cause  of  maternal  deaths  in  association 
with  spinal  anesthesia.  The  possible  occurren- 
ce of  this  complication  increases  as  the  level 
of  analgesia  ascends  above  the  nipple  line.  In 
a recently  conducted  survey  of  1,600  cesarean 
sections  it  was  found  that  1 of  every  12  pa- 
tients had  sensory  levels  above  T4  despite 
the  routine  use  of  less  than  10  mg.  of  tetra- 
caine. 

A biochemical  study  of  a small  series  of 
patients  has  clearly  showm  that  high  spinal 
anesthesia  in  full-term  pregnant  women  does 
not  necessarily  impair  ventilation,  provided 
small  doses  are  used  and  the  blood  pressure  is 
maintained  at  normal  levels.  This  was  true 
even  when  the  patient  was  in  the  Trende- 
lenburg position  and  the  block  was  high 
enough  to  produce  intercostal  paralysis,  dy- 
spnea, anxiety,  and  paradoxic  respiration. 
These  results  were  based  primarily  on  the 
measurement  of  arterial  pC02  before  and 
after  the  induction  of  anesthesia.  The  pC02 
is  the  most  sensitive  index  of  the  adequacy 


ot  alveolar  ventilation.  Decreases  in  alveolar  ' 
ventilation  which  are  insufficient  to  cause 
changes  in  arterial  oxygenation,  because  of 
the  shape  of  the  oxygen  dissociation  curve, 
may  reduce  excretion  of  carbon  dioxide  de- 
monstrably. 

The  maintenance  of  effective  alveolar 
ventilation  in  the  presence  of  dyspnea  and 
parado.xic  respiration  indicates  that  with 
small  doses  of  the  anesthetic  agent  the 
diaphragm  is  spared  and  is  able  to  comp- 
ensate adequately  for  any  intercostal  paraly- 
sis. It  should  be  emphasized  that  these 
observations  and  conclusions  are  valid  only 
when  the  blood  pressure  is  maintained  or 
corrected  to  normal  levels  and  the  dose  of 
tetracaine  is  limited  to  6 to  8 mg. 

Alterations  in  Circulatory  Function 

Of  greatest  concern  to  the  obstetrician 
and  anesthesiologist  alike  is  the  highly  labile 
blood  pressure  found  in  pregnancy.  This  is 
particularly  true  of  mothers  undergoing  ce- 
sarean sections  with  the  aid  of  spinal  anes- 
thesia. If  no  vasopressor  is  used  prohylac- 
tically,  more  than  80%  of  patients  have  falls 
in  pressure  in  excess  of  30  mm.  Hg  systolic. 
Despite  the  use  of  50  mg.  of  ephedrine  intra- 
musculary,  10  to  15  minutes  prior  to  anesthe- 
sia, the  pressure  falls  below  100  mm.  Hg.  sys- 
tolic in  50%  of  patients  undergoing  cesarean 
section.  Although  methoxamine  (10  to  12 
mg.)  is  more  effective  than  ephedrine  as  a 
prophylatic  vasopressor,  the  major  side  effect 
of  inadvertent  hypertension  is  also  many 
times  more  frequent.  In  addition,  preliminary 
analysis  of  a small  series  of  patients  who  re- 
ceived methoxamine  suggests  that  the  inci- 
dence of  neonatal  depression  is  significantly 
greater  than  in  a comparable  group  of  moth- 
ers treated  with  ephedrine.  This  is  possibly 
accounted  for  by  a decreased  blood  flow  in 
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the  uterine  artery  similar  to  that  which  has 
been  observed  in  pregnant  animals  following 
: the  administration  of  potent  peripheral  vaso- 
i constrictors.  The  ideal  prophylactic  vasopres- 
1 sor  which  offers  a maximum  of  protection 
I , and  a minimum  of  side  effects  remains  to  be 
I found. 

The  basic  mechanism  for  the  hypotension 
is  a symphathetic  blockade  which  leads  to  a 
decreased  peripheral  resistance  and  reduction 
of  the  venous  return  to  the  heart.  In  addition, 
there  are  certain  factors  present  in  the  preg- 
nant female  which  tend  to  accentuate  the 
cardiovascular  response  to  sympathetic  de- 
nervation. A given  amount  of  drug  produces 
a significantly  higher  level  of  spinal  anesthe- 
sia in  a woman  at  term.  However,  the  most 
I important  reason  is  physical  impairment  of 
the  venous  returns  by  pressure  of  the  heavy 
flaccid  uterus  on  the  inferior  vena  cava  and 
! by  Valsalva  maneuvers  during  bearing  down. 

This  mechanical  compression  of  the  vena 
I cava  may  also  explain  in  part  the  lack  of 
correlation  usually  found  between  the  level 
, of  sensory  analgesia  and  the  incidence  of 
hypotension. 

At  least  10%  of  unanesthetized  mothers 
' develop  hypotension  when  placed  in  the 
, supine  position  because  of  compression  of 
the  inferior  vena  cava  by  the  heavy,  flaccid 
! term  uterus.  This  has  been  called  the  “supine 
hypotensive  syndrome”  or  “vena  caval 
compression  syndrome”  of  late  pregnancy. 
It  is  worthwhile  to  inquire  during  the  pre- 
operative visit  about  symptoms  of  nausea, 

I faintness,  tachycardia  or  dyspnea  associated 
' with  the  suj)ine  position.  The  diagnosis  is 
confirmed  if  these  symptoms  rapidly  disap- 
])ear  when  the  patient  is  either  turned  onto 
her  left  side,  or  the  uterus  manually  shifted 
off  the  vena  cava  to  the  left.  This  syndrome, 
in  conjunction  with  the  sympathetic  blockade 


of  spinal  anesthesia,  has  undoubtedly  been 
the  basis  of  many  maternal  fatalities  in  the 
past. 

Although  displacement  of  the  uterus  to 
the  left  immediately  corrects  the  fallen  blood 
pressure  in  most  patients,  the  hypotension 
usually  recurs  upon  release  of  the  uterus. 
As  a result,  I have  found  it  simpler  to  use 
25  mg.  of  ephedrine  intravenously,  repeated 
once  if  necessary.  If  a total  of  50  mg.  of  this 
va.sopressor  is  ineffective,  left  uterine  dis- 
placement is  then  used.  Only  on  rare  oc- 
casions do  we  resort  to  the  intravenous  use 
of  a potent  vasoconstrictor  such  as  methoxa- 
nine.  The  use  of  excessive  amounts  of  vaso- 
pressors should  be  avoided  because  of  the  ad- 
verse side  effects  found  in  both  the  mother 
and  the  newborn. 

The  effects  of  maternal  hypotension  on 
the  newborn  have  been  measured  clinically 
with  the  Apgar  score  and  biochemically  by 
means  of  oxygen  saturation  in  the  umbilical 
vein  and  artery.  Although  the  oxygen 
saturation  of  fetal  blood  is  lower  following 
regional  anesthesia  than  general  anesthesia, 
there  does  not  appear  to  be  any  relation- 
ship between  the  low  oxygen  levels  and  the 
hypotension  observed.  The  clinical  condition 
(Apgar  score)  of  590  full-term  babies  born 
of  healthy  mothers  by  elective  cesarean  section 
has  been  correlated  with  the  degree  of  ante- 
jtartum  hypotension.  No  correlation  was 
found  between  these  two  variables  provided 
the  hypotension  was  immediately  and  ade- 
quately corrected.  Even  mild  degrees  of  hy- 
potention  in  the  range  of  90  to  99  mm.  Hg. 
systolic  had  adverse  effects  in  the  baby  if 
left  uncorrected. 
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ATYPICAL  MYOCARDIAL  INFARCTION 

Report  of  three  cases 
and  review  of  the  literature 


Z.  A.  RIVERA  BIASCOECHEA,  M.  D.* 

I 


The  classical  picture  of  acute  myocardial 
: infarction  is  recognized  as  centering  about 
the  clinical  problem  of  pain.  The  typical  pain 
i has  been  described  ( 1 ) as  constricting,  com- 
I pressing,  expanding,  aching,  boring,  burning, 
pressing  discomfort  or  heaviness  and  is  often 
associated  with  a sensation  of  impending 
death.  It  is  frequently  deeply  substernal,  co- 
r vering  several  nerve  root  segments  between 
I the  manubrium  and  the  xiphoid.  The  areas 
I of  origin  are:  the  precordium,  lower  left 
I anterior  or  lateral  chest  wall,  upper  mid- 
I thorax,  right  anterior  chest  wall,  either  or 
I both  arms,  the  jaw  and  the  high  epigastrium. 

1 Pain  located  entirely  in  the  abdomen  or  epi- 
I gastrium  which  does  not  radiate,  in  part  at 
i least,  to  the  chest  is  usually  not  cardiac.  The 
typical  pain  radiates  across  the  chest  toward 
either  shoulder,  down  either  or  both  arms  to 
the  fourth  or  fifth  fingers,  or  to  the  neck, 
ears,  cheeks  or  jaws.  It  is  unusual  for  pain  to 
involve  the  right  arm  only.  Frequently  numb- 
ness of  arms,  elbows,  wrists,  or  fingers  will 
acompany  the  chest  pain.  The  pain  may  be 
increased  by  the  following:  tachycardia,  very 
slow  cardiac  rate,  hypoglycemia,  stress,  hypo- 
xia, exercise,  heavy  eating,  cold  environment, 
epinephrine  and  anemia.  The  pain  is  more 
persistent  than  the  pain  of  angina  pectoris,  is 
not  relieved  by  nitroglycerin  or  rest,  and 
may  appear  in  instances  where  angina  will 
not  occur. 

*From  the  Arecibo  District  Charity  Hospital 


With  the  insistence  of  pain  as  the  major 
symptom  of  myocardial  infarct,  we  are  apt  to 
miss  cases  that  present  with  other  complaints. 
There  are  numerous  reports  in  the  medical 
literature  of  cases  of  myocardial  infarct  that 
have  been  diagnosed  at  the  autopsy  table 
and  never  suspected  in  life  due  to  atypical 
variations  in  the  clinical  picture.  Also  cases 
with  completely  asymptomatic  infarction  have 
been  reported. 

It  is  the  purpose  of  this  paper  to  report 
3 cases  of  atypical  myocardial  infarct  and 
review  the  medical  literature  on  the  subject. 
By  “atypical”  is  meant  that  the  condition 
does  not  have  the  clinical  features  that  are 
commonly  encountered.  The  presentation 
deals  with  the  unusual  manifestations  of  acute 
myocardial  infarct. 

Case  Report 

Case  1.-  A 35  year  old  white  male,  admitted  to 
the  Arecibo  District  Hospital  with  high  temperature, 
unconscious,  and  with  occasional  conv'ulsive  seizures. 
He  was  well  until  two  hours  prior  to  admission,  when, 
while  at  work,  he  developed  dizziness  and  started 
talking  incoherently.  He  was  taken  to  the  Manatí 
Municipal  Hospital.  Upon  arrival  to  the  emergency 
room,  the  patient  was  found  unconscious  with  profuse 
sweating  and  a temperature  of  40‘’C.  The  heart  rate 
was  1 10  per  minute  and  regular.  The  blood  pressure 
was  .50/0  mm.  Hg.,  and  the  pulse  was  not  obtained. 
He  was  given  VVyamine  and  Novaldin  and  Wcis  then 
referred  to  the  District  Hospital. 
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On  admission  to  the  Arecibo  District  Hospital 
he  was  having  occasional  convulsive  seizures  and 
the  high  temperature  persisted.  The  physical  exami- 
nation revealed  a well  developed  and  well  nourished 
male,  unconscious,  and  with  convulsive  seizures.  The 
examination  of  the  lungs  by  ausculation  revealed 
scattered  rhonchi  but  no  moist  rales.  The  heart  was 
not  enlarged  to  percussion;  and  the  rate  was  115 
per  minute  and  regular.  There  were  no  murmurs 
and  the  blood  pressure  and  pulse  were  not  obtained. 
The  liver  edge  or  the  spleen  were  not  palpable.  The 
deep  reflexes  were  hyperactive. 

The  information  given  by  a brother,  revealed 
that  he  had  always  been  in  good  health.  There  was 
no  history  of  chest  pain,  dyspnea,  headache,  dizziness, 
or  convulsive  seizures  in  the  past.  There  was  no 
family  history  of  convulsive  seizures  or  heart  disease 

He  was  started  on  intravenous  fluids  and  Wya- 
mine  but  the  patient  continued  in  shock  and  died 
one  hour  after  admission. 

The  significant  findings  in  the  autopsy  involved 
the  cardiovascular  system.  The  heart  weighed  350  gm. 
The  epicardium  revealed  areas  of  ecchymosis  at  the 
apex  and  the  anterior  wall  of  the  left  ventricle.  The 
myocardium  revealed  an  area  of  ecchymosis  in  the 
anterior  wall  of  the  left  ventricle  near  the  inter-, 
ventricular  septum.  The  endocardium  showed  pete- 
chiae  in  the  area  of  the  papillary  muscles.  The 
aortic  valve  was  hard  and  the  leaflets  showed 
thickened  areas  of  yellowish  tan,  atheromatous 
plaques.  The  coronary  ostia  were  moderatly  oblit- 
erated by  soft  atheromatous  plaques.  The  coronary 
arteries  revealed  changes  of  advanced  arteriosclerosis 
with  obliteration  of  the  lumen  of  the  vessels.  The 
aorta  presented  numerous  confluent  atherqmatous 
plaques  which  began  just  above  the  aortic  valve  and 
in  some  areas  were  calcified. 

The  right  lung  weighed  400  gm.  and  the  left 
450  gm.  Both  lungs  revealed  changes  of  moderate 
congestion  and  there  were  focal  aretis  of  atelectasis 
in  both  basal  segments. 

The  blood  vessels  of  the  brain  revealed  numerous 
atheromatous  plaques  with  obliteration  of  the  lumen 
but  there  was  no  evidence  of  thrombosis  or  embol- 
ism. There  were  no  other  abnormal  findings  in  the 
brain.  The  findings  in  the  other  organs  of  the  body 
were  not  significant. 

The  microscopic  examination  of  the  heart  re- 
vealed an  area  of  myocardial  ischemia  with  loss  of 
striations  and  nuclei  of  myocardial  muscle  fibers. 
This  area  of  ischemic  necrosis  was  partially  surround- 
ed by  infiltration  of  polymorphonuclear  leukocytes 
and  there  was  edema  between  the  myocardial  fibers. 
In  other  sites  the  myocardial  fibers  exhibited  large 
nuclei  and  eosinophilic  cytoplasm  which  denoted 


cardiac  hypertrophy.  There  was  fibroblastic  pro- 
liferation of  small  coronary  arteries  and  a large  l 
coronary  was  obliterated  by  a thrombus.  The  vessel  I 
showed  arteriosclerotic  changes  and  calcification  of  | 
its  wall. 

diagnosis  of  myocardial  infarct  with  pulmonary 
congestion  and  edema  was  made. 

Case  2:  A 69  year  old  white  male,  who  two  days  1 
prior  to  the  visit  to  my  office,  developed  a syncope 
and  was  unconscious  for  about  5 minutes.  After  this 
episode, he  was  taken  to  the  emergency  room  of  the 
Arecibo  Municipal  Hospital.  The  examination  done 
by  the  attending  physician  was  reported  normal  and 
the  patient  was  sent  home. 

For  the  next  two  days  he  complained  of  weak- 
ness and  “loss  of  pep”  but  denied  any  further  epi- 
sodes of  syncope  or  dizziness.  He  claimed  that  he 
had  always  been  healthy,  and  that  the  had  never 
suffered  dyspnea,  chest  pain  or  hypertension.  There 
was  no  family  history  of  “heart  disease.” 

The  physical  examination  revealed  a well  deve- 
loped, and  well  nourished  male  in  no  apparene 
acute  distress.  The  lungs  were  normal  to  percussion 
and  ausculation.  The  heart  was  not  enlarged  to 
percussion  and  the  rate  was  70  per  minute  and 
regular.  The  heart  tones  were  muffled  and  distant. 
There  were  no  murmurs,  and  the  blood  pressure 
was  1 10-70  nm.  Hg.  The  liver  edge  and  the  spleen 
were  not  palpable. 

Fluoroscopy  of  the  chest  revealed  a normal  sized 
heart  and  the  electrocardiogram  showed  changes 
indicative  of  a recent  inferior  myocardial  infarct 

(Fig.  1). 

The  patient  was  referred  to  the  Arecibo  Municipal 
Hospital,  where  he  was  then  hospitalized.  The  labor- 
atory studies  and  the  electrocardiograms  confirmed 
the  impression  of  a recent  inferior  myocardial  infarct. 

He  had  an  uneventful  clinical  course  and  was  dis- 
charged four  weeks  later  in  good  condition. 

Case  3:  A 65  year  old  white  female  admitted 
to  the  Dr.  Susoni  Hospital  with  orthopnea.  One 
month  prior  to  admission  to  the  hospital  she  developed 
signs  and  symptoms  of  congestive  cardiac  failure, 
that  improved  with  digitalization.  She  was  doing 
fairly  well  when  two  hours  prior  to  admission  short- 
ness of  breath  ensued  associated  with  coffee  ground 
vomitus.  She  was  seen  by  a local  physician  who 
injected  opiate  and  Cedilanid  and  referred  her  to 
the  hospital. 

The  past  medical  history  revealed  that  she  had 
been  a known  diabetic  for  20  years  and  out  of  control 
for  five  to  six  months  prior  to  admission.  She  was 
using  30  units  of  N.  P.  H.  insulin  daily  but  a blood 
sugar  done  a few  days  prior  to  admission  was  30 
mg.  per  100  ml.  She  2ilso  had  been  a hypertensive 
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Fig.  1 . Electrocardiogram  taken  two  days  after  the  syncope  shows  evidence  of  a recent  in- 
ferior myocardial  infarct. 
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Fig.  2.  Electrocardiogram  taken  shortly  after  admission  to  the  hospital 
shows  evidence  of  a fresh  inferior  myocardial  infact. 
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Fig.  3.  ElectrcKardiogram  taken  three  days  after  admission  to  the  hos- 
pitcil  shows  evidence  of  a recent  inferior  myocardial  infarct. 


for  the  past  six  months  for  which  she  had  received 
hypotensive  drugs.  There  was  no  past  history  of 
anginal  pain. 

The  physical  examination  revealed  a thin,  well 
developed  female  with  orthopnea  and  restlessness. 
The  examination  of  the  lungs  revealed  scattered  fine 
moist  rales  in  both  pulmonary  fields.  The  heart  wtis 
enlarged  to  percussion  and  the  rate  was  104  per 
minute  and  regular.  There  were  no  murmurs  and 
the  blood  pressure  was  140-90  mm.  Hg.  The  liver 
edge  and  the  spleen  were  not  palpable  and  there 
was  no  edema  of  the  ankles. 

On  admission,  the  patient  was  sedated,  placed 
on  Fowler’s  position,  rotating  tourniquets,  and  di- 
gitalis. Her  condition  improved  for  the  next  few 
days  but  mild  dyspnea  persisted,  and  signs  of  failure 
did  not  dispear  completely. 

The  laboratory  work  revealed  the  folowing: 
blood  sugar  288  mg.  per  100  ml.;  W.B.C.  9,050 
per  cu.  mm.  with  74%  segmented  forms  and  26% 
lymphocytes;  R.  B.  C.  5 million  per  cu.  mm.; 
serum  glutamic  oxaloacetic  transaminase  250  U ; 
sedimentation  rate,  35  mm.  per  hour;  blood  urea 
nitrogen,  23.1  mg.  per  100  ml.  The  urinalysis 
showed  4 plus  sugar  and  was  negative  for  ketone 
bodies.  The  chest  X ray  revealed  cardiomegaly  and 
changes  of  severe  pulmonary  edema.  The  electro- 
cardiogram had  changes  of  a fresh  myocardial  infarct 
(Fig.  2).  It  was  repeated  three  days  later  and  re- 
vealed changes  of  a recent  inferior  infarct.  (Fig.  3). 

The  diabetes  was  fairly  well  controlled  but  the 
signs  and  symptoms  of  mild  congestive  cardiac  failure 


persisted.  At  no  time  during  hospitcilization  she 
complained  of  chest  pain  and  she  also  denied  any 
precordial  pain  prior  to  hospitalization. 

Ten  days  after  admission  she  developed  a cerebral 
thrombosis,  and  died  two  days  later. 

Discussion 

The  three  cases  presented  had  acute 
myocardial  infarct,  and  all  required  medical 
assistance  for  symptoms  other  than  pain  in 
the  chest.  The  atypical  form  of  this  syn- 
drome is  neither  rare  nor  uncommon.  It 
was  first  mentioned  by  Herrick  (2)  in  1912 
in  his  classic  description  of  the  clinical  pat- 
tern of  coronary  thrombosis.  He  quoted  re- 
cords of  his  colleagues  who  had  patients 
with  painless  coronary  thrombosis.  Sixteen 
years  later  Parkinson  and  Bedford  (3)  called 
attention  to  the  fact  that  when  infarction 
supervenes  in  a case  with  preexisting  signs 
and  symptoms  of  heart  failure,  the  chest  pain 
may  not  be  prominent  or  even  entirely 
absent. 

Early  investigators  (4-8)  considered  the 
atypical  syndrome  a common  phenomenon, 
appearing  in  20  to  60  per  cent  of  cases.  At 
the  start  of  World  War  H,  Pollard  (9) 
claimed  that  the  frequency  of  atypical  myo- 
cardial infarction  depended  on  the  manner 
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) in  which  it  was  defined,  the  care  in  which 
I the  history  was  recorded,  and  the  sensitivity 
’ of  the  patient  to  pain.  Only  4.5  per  cent  of 
I their  cases  were  atypical. 

The  difference  in  the  statistics  given  above 
can  be  explained  at  least  in  part,  by  the  use 
of  more  precise  terminology.  “Painless”, 
“unrecognized”,  “masked”  and  “silent”  are 
not  necessarily  synonymous,,  although  they 
have  been  used  interchangeably  by  some. 
Patients  with  mild  chest  pain  or  distress 
should  not  be  considered  as  cases  of  the  aty- 
pical form  of  this  syndrome. 

The  onset  of  congestive  heart  failure  or 
an  aggravation  of  failure  may  be  a way  in 
which  a myocardial  infarct  makes  its  ap- 
I pearence.  In  the  third  case  presented,  she 
had  an  aggravation  of  her  cardiac  failure  two 
hours  prior  to  the  admission  to  the  hospital, 
and  the  electrocardiogram  taken  shortly  after- 
wards, revealed  the  changes  of  a fresh  inferior 
I myocardial  infarct.  This  patient  denied  any 
type  of  chest  pain  or  disconfort.  In  the  re- 
ported series  of  atypical  myocardial  infarct, 
the  symptoms  of  congestive  failure  have  been 
the  ones  most  frequently  encountered.  Mintz 
I and  Katz  (10)  in  a series  of  18  cases  with 
“silent”  infarction,  described  six  ■ cases  that 
had  congestive  cardiac  failure.  East  et  al  (11) 

I reported  5 cases  with  no  pain  and  all  had 
severe  dyspnea.  The  abrupt  onset  of  dyspnea 
was  the  outstanding  manifestation  of  acute 
infarction  in  most  of  the  cases  in  the  series 
reported  by  Davis  (5),  Saphir  (6), 
and  others. 

Overpowering  weakness  or  fainting  spell 
I may  be  the  only  significant  symptom  at  times. 

' The  second  case  presented  in  this  paper  had 
syncope  followed  by  weakness  and  “loss  of 
pep.”  The  electrocardiogram  and  subsequent 
laboratory  studies  at  the  hospital  confirmed 
the  presence  of  a myocardial  infarct  most 
certainly  occuring  at  the  time  of  the  fainting 
spell.  Saphir  reported  one  case  in  which  the 
only  significant  symptom  of  a myocardial 
infarct  was  a sudden  episode  of  faintness. 
Vertigo  or  fainting  were  also  prominent 
symptoms  in  the  cases  reported  by  Stroud 
and  Wagner  (12),  and  Pollard  (9). 

The  diagnosis  of  acute  myocardial  infarc- 


tion may  be  difficult  to  establish  in  the  pres- 
ence of  neurological  symptoms,  such  as  con- 
vulsions, unconciousness  or  hemiplegia.  The 
signs  and  symptoms  of  a “stroke”  may  be  of 
cardiogenic  origin,  as  illustrated  in  the  first 
case  presented.  The  autopsy  revealed  changes 
of  advanced  arteriosclerosis  of  the  cerebral 
vessels  but  with  no  abnormal  changes  in  the 
cerebral  tissue.  The  neurological  picture  is 
the  result  of  cerebral  ischemia  secondary  to 
imparied  cerebral  circulation  aggravated  by 
a reduction  of  the  cardiac  output.  If  the 
heart  condition  is  suspected  and  treated  ap- 
propiately  the  neurological  picture  may  com- 
pletely disappear.  Mental  aberration  or  con- 
fusion may  be  the  only  neurological  symptom 
found  in  rare  instances.  Of  ten  cases  of  “pain- 
less” myocardial  infarct  reported  by  Rose- 
man  (13)  one  presented  a similar  problem 
as  the  first  case  diseased  above. 

Cardiac  arrhythmias  occur  frequently 
during  the  course  of  a myocardial  infarction. 
They  may  appear  as  a complication  of  the 
coronary  episode  or  may  be  present  at  the 
onset  of  the  disease.  When  this  occurs  the 
patient  may  not  complain  of  chest  pain  but 
of  palpitation,  pounding,  or  “jump”  of  the 
heart.  In  the  cases  of  painless  myocardial 
infarction  presenting  as  an  arrhythmia,  the 
type  of  cardiac  irregularity  most  frequently 
encountered  are  multiple  extrasystoles,  auri- 
cular fibrillation  or  flutter,  and  ventricular 
tachycardia. 

Epigastric  pain,  frequently  after  a heavy 
meal,  has  been  generally  known,  especially 
in  recent  years,  to  be  an  atypical  variation  of 
the  clinical  picture  of  myocardial  infarction. 
The  abdominal  pain  may  be  incorrectly  at- 
tributed to  gall  bladder,  pancreatic,  duodenal, 
diaphragmatic,  or  functional  gastrointestinal 
disease.  This  variation  of  the  syndrome  should 
not  be  confused  with  the  cases  of  classical 
myocardial  infarct  accompanied  by  gastroin- 
testinal symptoms. 

Rarely  there  is  a sense  of  apprehension 
with  a feeling  of  impending  disaster  or  death, 
but  with  no  chest  pain.  As  these  patients  have 
fear,  apjjrehension  and  nervousness,  they  are 
diagnosed  as  emotionally  unbalanced  and  the 
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cardiac  jjroblein  may  be  completely  over- 
looked. 

Several  recent  long-term  epidemiological 
studies  (15-17),  with  periodic  medical  exami- 
nations including  electrocardiograms,  of  large 
groups  of  apparently  normal  population  had 
shown  a significant  number  of  totally  “silent” 
or  “asymptomatic”  infarcts.  The  incidence 
varied  from  1 per  cent  in  the  study  carried 
out  by  Simonson  (15)  to  15  per  cent  in  the 
report  by  Lindberg  at  al  (16). 

Myocardial  infarction  is  not  an  uncom- 
mon post  operative  complication  and  it  is 
particularly  prevalent  in  the  older  age  group. 
Recent  data  suggest  that  myocardial  infarc- 
tion is  responsible  for  ten  per  cent  of  the 
deaths  following  major  operations  in  patients 
above  the  age  of  60  years.  Feruglio,  Bellet 
and  Stone  (18)  reported  35  cases  of  posto- 
perative myocardial  infarction  observed  in  a 
series  of  21,000  operations  during  a period  of 
3 years  and  with  an  age  distribution  of  40 
to  90  years.  Of  the  patients  that  complained 
of  chest  pain  it  was  severe  with  a typical 
radiation  to  neck  and  shoulders  in  only 
seven  of  them.  In  this  study  57.1  per  cent 
of  the  cases  had  an  atypical  clinical  picture, 
but  in  series  of  unselected  cases  for  age,  sex 
or  preoperative  medical  condition  reported 
by  Driscoll  (19)  the  incidence  of  quiescent 
post  operative  myocardial  infarction  was  2.4 
per  cent. 

Studies  of  myocardial  infarction  in  mental 
institutions  reveal  a high  percentage  of  the 
atypical  syndrome.  The  same  occurs  in  the 
mentally  retarded  or  in  patients  with  speech 
difficulty.  These  patients  obviously  are  unable 
to  give  an  accurate  history  concerning  pain, 
and  therefore  they  should  not  be  included 
in  studies  of  atypical  myocardial  infarction. 
The  chest  pain  may  at  times  be  overshadowed 
by  pain  in  referred  areas  such  as  elbows, 
hand,  shoulder,  or  angle  of  the  jaw.  This 
group  of  patients,  also  should  not  be  included 
in  the  series  of  painless,  asymptomatic,  or 
atypical  myocardial  infarct. 

The  incidence  of  the  atypical  syndrome 
is  probably  less  than  5 per  cent  of  the  total 
cases  of  acute  myocardial  infarcts,  if  the 
criteria  established  by  Pollard  are  followed. 


Summary 

The  clinical  picture  and  laboratory 
studies,  including  electrocardiograms,  of  three 
cases  of  atypical  acute  myocardial  infarct 
have  been  reported.  The  presenting  medical 
problems  were:  shock,  convulsions,  and  high 
fever  in  the  first  case;  dizziness  and  syncope 
in  the  second;  and  aggravation  of  congestive 
cardiac  failure  in  the  third. 

The  literature  in  this  syndrome  has  been 
reviewed. 

The  frequency  of  the  atypical  form  of 
the  disease  depends  on  the  manner  in  which 
it  is  defined,  the  care  in  which  the  history 
is  recorded  and  the  sensitivity  of  the  patient 
to  pain.  Patients  with  discomfort  of  any  type, 
with  predominance  of  referred  pain,  or  not 
able  to  give  an  accurate  history  concerning 
pain,  should  not  be  considered  as  cases  of 
atypical  myocardial  infarct. 

The  patients  with  the  atypical  syndrome 
of  myocardial  infarct  may  seek  medical  as- 
sistance for:  congestive  cardiac  failure,  over- 
powering weakness  or  fainting  spell,  neurolo- 
gical symptoms,  cardiac  arrhythmia,  gastroin- 
testinal symptoms,  apprehension  or  nervous- 
ness. In  some  cases  the  infarct  is  discovered 
during  post  operative  electrocardiographic 
studies.  Studies  done  on  groups  of  apparently 
normal  population  have  shown  a significant 
number  of  completely  silent  or  asymptomatic 
infarcts. 

The  existence  of  atypical  infarct  should 
be  considered  in  any  aged  patient  who  fails 
to  respond  after  an  operation,  or  in  an  aged 
patient  that  does  not  respond  to  treatment 
that  is  usually  effective  for  a given  medical 
condition. 

Resumen 

El  cuadro  clínico  y exámenes  de  labora- 
torio incluyendo  electrocardiogramas,  de  tres 
casos  de  infarto  del  miocardio  en  su  forma 
atípica  han  sido  informados.  La  sintomatolo- 
gía  de  estos  pacientes  fue:  shock,  convulsio- 
nes y fiebre  alta  en  el  primer  caso;  mareos 
en  el  segundo  caso;  y fallo  cardíaco  en  el 
tercero. 


Bol.  Asoc.  Med.  P.  Rico 
Enero  y 1965 

La  frecuencia  de  la  forma  atípica  de  esta 
enfermedad  depende  de  como  se  defina,  de 
si  se  toma  un  historial  completo  y de  la  sen- 
sibilidad del  paciente  al  dolor.  Pacientes  con 
malestar  precordial,  con  dolor  prominente  en 
área  referida  o que  no  puedan  dar  un  his- 
torial claro  con  relación  al  dolor  no  deben 
considerarse  casos  de  infarto  atípico  del  mio- 
cardio. 

Pacientes  con  la  forma  atípica  de  esta 
condición  pueden  buscar  asistencia  médica 
por  lo  siguiente:  fallo  cardíaco,  debilidad  o 
mareo,  síntomas  neurológicos,  arritmia  car- 
díaca, síntomas  gastrointestinales,  nerviosidad ; 
o ser  descubiertos  en  estudios  electrocardio- 
gráficos  post-operatorios.  Estudios  de  grupos 
de  personas  aparentemente  normales  han  de- 
mostrado un  número  significativo  de  infartos 
de  miocardio  “silenciosos”  o completamente 
asintomáticos. 

La  existencia  de  un  infarto  atípico  debe 
considerarse  en  cualquier  paciente  de  edad 
que  no  responda  después  de  una  operación  o 
que  responda  pobremente  a un  tratamiento 
usualmente  efectivo  para  una  condición  mé- 
dica dada. 
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EDITORIAL 


ANO  NUEVO,  TRAJE  NUEVO 


Es  con  siuno  placer  que  la  Junta  de  Directores  de  la  Asociación  Médica  de 
Puerto  Rico  y la  Junta  Editora  de  este  Boletín  coynienzan  este  año  de  1965  pre- 
sentando a ustedes  nuestro  Boletín  con  un  nuevo  formato.  Estamos  interesados  en 
continuar  nuestros  esfuerzos  por  traer  ante  la  clase  médica  de  Puerto  Rico  una  re- 
vista que  lleve  un  mensaje  científico  que  represente  fielmente  el  nivel  alto  de 
práctica  médica  que  existe  en  nuestra  isla. 

Esperamos  que  en  este  nuevo  formato  les  lleguen  a ustedes  nuestros  mensa- 
jes en  una  forma  ynejor  presentada.  Se  han  estructurado  las  páginas  en  dos  co- 
lumnas lo  cual  facilita  la  lectura  y hace  la  presentación  ynás  atractiva.  El  encabe- 
zamiento de  cada  página  a la  izquierda  incluye  el  volumen,  el  número  de  cada 
boletín  y el  nombre  del  autor.  El  encabezayniento  en  la  página  a la  derecha 
incluye  la  abreviatura  aceptada  del  boletín,  el  título  y la  fecha  del  artículo.  Tra- 
taremos  de  eliminar  los  borrones,  los  defectos  de  alineación,  las  diferencias  de 
tinción  de  letras,  y además  mejorar  la  calidad  de  reproducción  de  las  figuras 
y las  tablas.  El  tipo  de  imprenta  es  más  claro  y en  las  referencias  bibliográficas, 
los  autores  aparecen  en  un  tipo  de  letra  diferente  para  facilitar  la  identifica- 
ción de  éstos  por  el  lector. 

Se  ha  utilizado  el  sistema  de  encuadernación  perfecta  (“perfect  binding”). 
En  este  sistema  las  páginas  no  son  cosidas  con  alambre  al  lomo  ni  con  grapas.  Es- 
to facilita  que  el  lector  pueda  remover  sin  mayor  dificultad  aquellos  artículos  que 
interesa  mantener  en  sus  archivos  de  reimpresos.  Hemos  planificado  para  que 
la  revista  esté  en  poder  de  ustedes  la  tercera  semana  de  cada  mes. 

Además  de  la  distribución  de  1400  ejemplares  a los  fnédicos  en  nuestra  isla, 
la  revista  es  recibida  en  las  bibliotecas  de  todas  las  escuelas  de  medicina  de  los 
Estados  Unidos,  Canadá,  España,  Centro  y Sur  América.  Es  enviada  a todas 
las  revistas  que  se  dedican  a hacer  abstractos  y se  permuta  con  21  revistas  del 
mundo  entero. 

El  propósito  fundamental  de  nuestro  Boletín  no  ha  cambiado.  Nuestra  fi- 
losofía editorial  sigue  primordialmente  orientada  a facilitar  que  nuestros  com- 
pañeros sean  mejores  médicos  en  este  mundo  de  hoy  donde  crece  vertiginosamen- 
te el  caudal  de  conocimientos  en  las  ciencias  básicas  y clínicas.  Esperamos  traer 
ideas  estimulantes,  información  al  día  que  constituya  un  mímino  de  conoci- 
mientos útiles  y provocar  en  vuestras  mentes  inquietas  más  preguntas  que  res- 
puestas. 
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El  desarrollo  continuo  y sorprendente  de  las  ciencias  médicas  obliga  al  mé- 
dico a ser  un  estudioso  y un  lector  asiduo  si  quiere  seguir  siendo  un  buen  prac- 
ticante de  la  jnedicina.  La  lectura  es  esencial  para  poder  ofrecer  a los  pacientes 
un  diagnóstico  y tratamiento  mejor  de  acuerdo  a nuestros  conocimientos  de  hoy 
y no  a base  de  los  que  aprendimos  ayer. 

Según  el  médico  se  desenvuelve  eficazmente  en  su  práctica  diaria  aumentan 
las  presiones  de  su  responsabilidad  profesional  y las  de  la  comunidad.  Este  mé- 
dico, cada  dia  más  ocupado,  necesita  la  mayor  cooperación  posible  para  su  edu- 
cación profesional.  Nuestra  Asociación  quiere  ayudar  a nuestros  médicos  a con- 
frontarse con  esta  problemática  de  su  vida  profesional.  Lo  hace  con  humildad, 
consciente  de  que  nuestra  revista  tiene  mucho  por  mejorar  pero  con  el  deseo 
firme  y la  esperanza  de  hacerlo  cada  dia  mejor.  Nuestras  páginas  recogen  in- 
formación médica  que  no  reconoce  barreras  geográficas  pero  tiene  la  peculia- 
ridad de  ser  la  única  revista  accesible  a nosotros  donde  se  vierten  probleynas  de 
salud  que  afectan  primordialmente  a nuestro  medio.  Puerto  Rico. 

Continuaremos  la  política  de  escudriñar  detalladamente  todos  los  artículos 
sometidos  a nuestra  consideración  para  garantizar  que  la  aceptación  de  éstos  se 
base  en  el  convencimiento  de  que  el  articulo  está  científicamente  justificado,  gra- 
maticalmente correcto  y que  lleve  un  mensaje  de  valor  al  médico  lector.  Conti- 
nuaremos nuestra  política  de  aceptar  articulas  en  inglés  o en  español  y seguiremos 
La  práctica  de  que  cada  articulo  lleve  además  un  resumen  en  el  otro  idioma  para 
darle  un  matiz  bilingüe  y más  inter  americano  a nuestra  revista. 

Irrespective  de  la  calidad  de  impresión,  el  valor  del  Boletín  será  tan  bueno 
como  el  valor  y el  número  de  artículos  presentados.  Por  eso  necesitamos  y es- 
peramos que  aumente  la  contribución  de  autores  locales  los  cuales  deben  constituir 
el  núcleo  alrededor  del  cual  se  nutra  esta  revista.  Deseamos  que  los  contribuyentes 
a nuestro  caudal  de  artículos  comprendan  que  la  Junta  Editora,  aunque  liberal, 
tiene  la  responsabilidad  de  ser  selectiva  en  la  calidad  al  igual  que  en  la  cantidad 
de  artículos. 

Este  Boletín  al  comenzar  el  Año  Nuevo  con  un  traje  nuevo  mantiene  abier- 
tas sus  páginas  a la  clase  médica  puertorriqueña.  La  Junta  Editora  solicita  la 
cooperación  de  todos  los  compañeros,  pero  más  que  nada  espera  su  tolerancia  y 
su  paciencia.  Gracias. 


Mario  R.  Garda  Palmieri,  M.  D. 
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Editor:  Rafael  Sorrentino,  M.D. 


Effects  of  secretin  on  gastric  secretion 

I Accióti  de  la  Secretina  Sobre  la  Secreción 
Gástrica)  H'.  A.  Gryboski,  y Rene  Menguy, 
Department  of  Surgery,  University  of  Ken- 
tucky Medical  Center,  Lexington,  Ky.  Amer- 
ican Journal  of  digestive  diseases  3:  87-91, 
1964. 

El  artículo  se  propone  demostrar  la 
acción  de  la  secretina  sobre  la  secreción  gás- 
trica sometida  a estímulo  carnívoro  e his- 
taniiníco.  Para  ello  se  utilizaron  tres  perros 
con  bolsas  de  Ileidenhain.  Como  estudio 
comparativo  y control  los  perros  recibieron 
una  infusión  de  solución  salina.  Para  saber 
si  había  alguna  relación  en  la  función 
exocrina  del  páncreas  sobre  la  secreción 
gástrica,  los  perros  sufrían  la  ligadura  del 
conducto  pancreático. 

En  los  tres  perros  cuya  secreción  gástri- 
ca fue  estimulada  con  carne,  se  produjo 
una  inhibición  rápida  y transitoria  en  la 
secreción  gástrica.  El  porcentaje  de  inhibi- 
ción fue  de  66%.  La  acción  inhibidora  de  la 
secretina  no  se  modificó  con  la  ligadura 
del  conducto  pancreático.  No  se  observaron 
\ariaciones  en  la  temperatura  rectal  después 
de  la  administración  de  la  secretina.  Cuando 
el  estímulo  gástrico  era  logrado  con  la  his- 
tamina  la  secreción  gástrica  no  sufrió  inhi- 
bición alguna.  Los  autores  concluyen  ( 1 ) 
que  la  secretina  es  un  inhibidor  de  la  secre- 
ción gástrica  (2)  que  no  afecta  la  secreción 


gástrica  ]ror  mediación  de  la  función  exo- 
crina del  páncreas  y (3)  que  la  secretina 
no  es  el  agente  mediador  en  la  inhibición 
secretoria  cuando  se  utilizan  las  grasas  o 
ácidos  ya  que  estos  agentes  inhiben,  aunque 
en  menor  grado  la  secreción  gástrica  previa 
estimulación  histaminíca. 

Miguel  A.  Barriera,  M.D. 

The  significance  of  small  esophageal  va- 
rices in  portal  cirrhosis^  (El  significado  de 
las  pequerias  várices  esofágicas  en  la  cirrosis 
hepática)  E.  O.  Willoughby,  D.  David,  C. 
IP.  Smith,  R.  C.  Fruin  y L.  A.  Baker,  Depart- 
ment of  Medicine,  Veterans  Administration 
Hospital,  Hines  Illinois,  Gastroenterology  47: 
375-81,  1964. 

El  nuevo  esofágoscopio  magnificado  ha 
hecho  posible  visualizar  las  várices  esofági- 
cas de  menor  tamaño,  de  diámetros  compren- 
didos entre  0.5  — 3.0  mms.  Las  várices  ma- 
yores de  3 mms  son  fácilmente  visibles  con 
el  esofágoscopio  ordinario  y el  esófagograma. 
El  propósito  de  este  artículo  es  correlacionar 
el  tamaño  de  estas  várices  con  la  presión  ve- 
nosa portal  y las  pruebas  de  función  he- 
pática en  pacientes  con  cirrosis  hepática. 

Se  estudiaron  27  pacientes  con  várices 
esófagicas  y cirrosis  hepática.  Se  observaron 
16  casos  con  várices  de  tamaño  comprendido 
entre  0.5  — 3.0  mms.  (pequeñas)  y 11  casos 
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con  várices  mayores  de  3 mms.  (grandes). 
Todos  estos  casos  fueron  examinados  con  el 
esófagoscopio  de  Eder  — Hufford. 

La  hipertensión  portal  quedó  demostra- 
da en  los  1 1 casos  con  várices  gigantes 
(mayor  de  3.0  mms),  en  8 de  los  13  casos 
con  várices  de  tamaño  mediano  (1  — 3 
mms)  y en  1 de  4 casos  con  várices  mi- 
núsculas (0.%  — 1.0  mms). 

La  presión  venosa  portal  estaba  elevada 
en  2 de  7 casos  con  mínima  alteración  de  la 
función  hepática,  en  8 de  11  casos  con  mo- 
derada afectación  de  la  función  hepática  y 
en  todos  los  casos  con  moderada  o severa 
discunción. 

Los  autores  concluyen  que  el  esófagos- 
copio  magnificado  es  el  mejor  instrumento 
para  el  diagnóstico  visual  de  las  várices  eso- 
fágicas comprendidas  entre  los  diámetros  de 
0.5  — 1.0  mms.  El  tamaño  de  las  várices, 
en  general,  variaba  en  proporción  directa 
con  el  aumento  de  la  presión  portal  y la 
alteración  de  la  función  del  hígado. 

Miguel  A.  Sarriera  M.  D. 

Urecholine  regimen  for  rehabilitating  the 
atonic  bladder  (El  uso  de  Urocolina  en  la 
Rehabilitación  de  las  Vejigas  Atónicas) . J. 
Lapides  Journal  of  Urology.  91:  658,  1964. 

Urocolina  es  una  droga  efectiva  en  la 
restauración  de  la  micción  normal  en  una 
gran  variedad  de  condiciones,  siempre  y 
cuando  este  agente  colinérgico  se  utilice  en 
dosis  adecuadas. 

El  autor  propone  el  siguiente  tratamiento 
para  pacientes  adultos  no  debilitados  donde 
hay  atonia  vesical  sin  obstrucción: 

Se  administra  lOmg.  de  esta  droga  cada 
cuatro  horas  por  vía  subcutánea,  continuán- 
dose esta  dosis  hasta  que  el  volumen  de  ori- 
na residual  sea  menos  de  30  mi.  Generalmen- 
te se  consigue  este  resultado  después  de  3 a 
5 días  de  tratamiento.  La  dosis  de  urocolina 


se  reduce  gradualmente  hasta  llegar  a 5mg. 
cada  cuatro  horas.  Esta  nueva  dosis  se  man- 
tiene hasta  que  el  paciente  esté  vaciando  su 
vejiga  totalmente.  Es  importante  entonces 
continuar  el  uso  de  esta  droga  por  vía  oral, 
dándose  50mg.  cuatro  veces  al  día  hasta  que 
todos  los  síntomas  desaparezcan  totalmente. 

La  urocolina  está  contraindicada  en  los 
asmáticos  severos  y pacientes  con  úlceras 
pépticas. 

Roberto  F.  Fortuño,  M.  D. 

Renal  tuberculosis:  Has  incidence  of  ad- 
vanced lesions  decreased  in  past  two  dec- 
ades? {Tuberculosis  Renal:  ¿Ha  cambiado  la  in- 
cidencia de  lesiones  avanzadas  en  las  últimas  dos 
décadas?)  J.  Siegel;  1.  K.  Latimer,  Journal  of 
Urology  91:330,  1964. 

Los  autores  clasifican  158  casos  de  tu- 
berculosis renal  estudiados  desde  el  1946  en 
cuatro  grupos  dependiendo  de  los  cambios 
pielográficos. 

La  incidencia  de  lesiones  moderadamen- 
te avanzadas  (una  caverna)  no  ha  disminui- 
do en  los  últimos  17  años,  pero  si  se  ha 
notado  una  reducción  notable  en  la  inciden- 
cia de  lesiones  marcadamente  avanzadas. 
(2  o más  cavernas)  durante  este  periodo. 

Desde  la  introducción  de  la  quimiotera- 
pia múltiple  el  número  de  nefrectomías  pa- 
ra la  tuberculosis  se  ha  reducido  grandemen- 
te. 

Los  autores  concluyen  que  esto  represen- 
ta una  indicación  de  que  ha  ocurrido  una 
reducción  en  la  severidad  pero  no  en  la 
incidencia  de  tuberculosis  renal. 

Roberto  F.  Fortuño,  M.  D. 


54 


Volúmen  57 
Número  1 


Sección  de  Resúmenes 


“Plantas  medicinales  de  Puerto  Rico” 

Por:  Rl  Dr.  Esteban  Nuñez  Meléndez.  Edita- 
do por  la  Estación  Experimental  Agrícola, 
Universidad  de  Puerto  Rico,  Río  Piedras. 

El  uso  de  plantas  en  la  terapéutica  hu- 
mana se  tan  antiguo  como  el  hombre.  Con 
el  progreso  de  la  medicina  y el  mayor  rigor 
terapéutico,  se  observaron  irregularidades  en 
la  respuesta  a la  misma  planta.  Indicaba  ésto 
variaciones  del  principio  activo  que  depen- 
dían de  las  circunstancias  de  recolección, 
conservación,  j^reparación  y métodos  de  ad- 
ministración, etc.  Por  ejemplo:  se  daba  una 
de  las  preparaciones  más  eficaces  de  la  di- 
gital, el  polvo  de  las  hojas,  la  infusión  o la 
tintura  alcohólica,  y los  médicos  veían  gran 
irregularidad  en  su  acción.  Y cuando  obte- 
niendo de  esas  hojas  de  digital  una  digita- 
lina  cristalizada  preparada  por  la  química 
farmacéutica  y administrada  a los  enfer- 
mos, se  regularizaban  los  resultados,  los  mé- 
dicos dejan  de  usar  el  polvo  de  las  hojas  y 
recetan  la  digitalina  o digitoxina  de  la  casa 
X con  plena  confianza  en  su  acción. 

Pero  ese  abandono  del  uso  de  las  yer- 
bas por  la  terapéutica  científica  moderna,  se 
hacía  desarrollándose  simultáneamente  un 
interés  inmenso  de  la  química  farmacéutica 
en  descubrir  y obtener  en  estado  de  pureza 
los  principios  activos  de  las  plantas  que  la 
obser\-ación  popular  había  señalado  como 
útiles  a través  de  la  historia.  Y ese  acopla- 
miento a lo  Claudio  Bernard  de  la  obser- 
vación popular,  y la  experimentación  cien- 
tífica dió  resultados  ubérrimos  en  plantas 
como  las  solanáceas,  la  quina,  el  curare, 
la  ipecacuana,  la  digital,  la  rauwolfia  ser- 
pentina . 

Por  eso,  en  los  países  más  modernos  se 
ha  desarrollado  inmensamente  junto  a la 


síntesis  farmacéutica,  la  fitoquímica.  En  todo 
el  Mundo  se  está  haciendo  una  revisión 
científica  y sistemática  de  la  botánica  medi- 
cinal. 

El  libro  que  analizamos  del  Dr.  Núñez 
Meléndez  tiene  además  el  gesto  patriótico 
de  presentar  finamente  las  Plantas  Medici- 
nales de  Puerto  Rico,  el  científico  de  apor- 
tar para  la  investigación,  112  plantas  cuyo 
uso  terapéutico  popular  es  descrito.  Está  pul- 
cramente editado.  No  tiene  pie  de  imprenta 
y me  gustaría  saber  que  ha  sido  impreso  en 
Puerto  Rico.  De  ser  así,  indicaría  un  gran 
progreso  en  las  artes  gráficas. 

Abriendo  el  libro  por  cualquier  sitio,  nos 
encontramos  en  la  página  de  la  izquierda 
con  una  fotografía  de  las  partes  principa- 
les de  la  planta,  tan  bien  hecha  e impresa 
que  da  sensación  de  relieve.  En  la  página 
opuesta,  a la  derecha,  se  describe  la  plan- 
ta. Su  nombre  español,  su  nombre  vulgar  si 
el  pueblo  la  ha  bautizado  y el  nombre  inglés 
preceden  a una  descripción  sobria,  clara  y 
completa  de  la  botánica.  Después,  su  com- 
posición si  se  conoce,  y tennina  con  una 
relación  de  los  usos  y aplicaciones  terapéu- 
ticas que  le  ha  concedido  el  pueblo.  Estoy 
seguro  que  este  libro  será  punto  de  partida 
de  unos  cuantos  proyectos  de  investigación 
en  fitoquímica. 

PYlicito  al  Dr.  Núñez  Meléndez  y a la 
Estación  Experimental  de  la  U.  P.  R.  por 
este  gran  servicio  que  han  prestado  para 
■propulsar  la  investigación  en  campo  tan 
prometedor  como  es  el  estudio  de  las  plan- 
tas que  la  antena  sensible  del  palpitar  po- 
pular en  las  enfermedades,  han  señalado 
empíricamente  como  útiles  para  la  salud. 

A.  Rodríguez-Olleros,  M.D. 
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Isolated  granulomatous  gastritis:  it’s  re- 
lationship to  disseminated  sarcoidosis  and 
regional  enteritis  ( Gastritis  Granulomatosa: 
Su  relación  con  la  sarcoidosis  generalizada  y 
la  enteritis  regional)  H.  D.  Fahimi,  J.  J. 
Deren,  L.  S.  Gottlieb,  and  N.  Zamcheck, 
Gastrointestinal  Research  Laboratory,  Mal- 
lory Institute  of  Pathology,  Second  and 
Fourth  Harvard  Services,  Boston  City  Hospi- 
tal, Harvard  Medical  School,  Tufts  and 
Boston  University  School  of  Aledicine, 
Boston,  Mass.  Gastroenterology  45:161 , 1963. 

Los  autores  presentan  tres  casos  de  gra- 
nulomatosis gástrica  y tratan  de  separar  de 
otras  granulomatosis  gástricas  de  etiología 
conocida  los  casos  en  que  aparentemente  la 
gastrogranulomatosis  se  presenta  en  forma 
idiopática  o única.  Los  autores  realizan  una 
revisión  de  la  literatura  de  29  casos  y los 
desglosan  en  sus  aspectos  clínicos  y bioquími- 
cos. Estos  29  pacientes  fueron  agrupados  en 
tres  formas  diferentes:  Grupo  I — 15  ca- 
sos de  sarcoidosis  gástrica  con  granulomatosis. 
Grupo  II  — 6 casos  de  enteritis  regional  con 
granulomatosis  gástrica.  Grupo  III  — 32 


casos  de  granulomas  gástricos  incluyendo  los 
tres  casos  del  presente  artículo.  Los  auto- 
res llegan  a la  conclusión  de  que  la  granulo- 
matosis puede  afectar  el  estómago  en  forma 
aislada  e ir  acompañada  de  una  gastritis  en 
cuyo  caso  la  reconocen  como  una  entidad 
diferente  a los  otros  tipos  de  gastritis  de  etio- 
logía conocida.  Para  tratar  de  confirmar  sus 
ideas  mencionan  ciertos  hechos  que  la  dife- 
rencian de  otras  granulomatosis  como  lo  es 
su  incidencia  en  pacientes  mayores  de  40 
años,  el  hecho  de  no  anteceder  las  otras 
manifestaciones  de  la  enteritis  regional  y 
sarcoidosis  diseminada  en  la  que  existe  una 
gastritis  granulomatosa.  Mención  es  hecha 
sobre  las  posibles  enfermedades  que  pueden 
originar  un  proceso  granulomatoso  gástri- 
co, como  es  el  granuloma  eosinofílico,  tu- 
berculosis, neoplasias  gástricas,  histoplasmo- 
sis y por  supuesto  la  enteritis  regional  y la 
sarcoidosis  con  las  cuales  habremos  de  hacer 
el  diagnóstico  diferencial. 

Miguel  A.  Barriera  M.  D. 


Instrucciones  para  los  Autores: 


El  Boletín  acepta  para  su  publicación  artículos  relativos  a medicina  y cirugía  y las  ciencias  a- 
fines.  Igualmente  acepta  artículos  especiales  y correspondencia  que  pudiera  ser  de  interés  general 
para  la  profesión  médica. 

El  artículo,  si  se  aceptara,  será  con  la  condición  de  que  se  publicará  únicamente  en  esta  revista. 

Para  facilitar  la  labor  de  revisión  de  la  Junta  Editora  y del  impresor,  se  requiere  de  los  auto- 
res que  sigan  las  siguientes  instrucciones: 

a)  Los  trabajos  deberán  estar  escritos  a máquina  a doble  espacio  y por  un  solo  lado  de  cada 
página,  en  duplicado  y con  amplio  margen. 

b)  En  página  separada  debe  incluirse  lo  siguiente:  título  (no  excediendo  de  80  letras  y es- 
pacios), nombre  del  autor  (es),  institución  y dirección  postal  del  autor. 

c)  Artículos  referentes  a resultados  de  estudios  clínicos  o investigaciones  de  laboratorio  deben 
organizarse  bajo  los  siguientes  encabezamientos:  (1)  introducción,  (2)  material  y métodos,  (3)re- 
sultados,  (4)  discusión,  (5)  resumen  (en  español  e inglés),  y (6)  referencias. 

d)  Artículos  referentes  a estudios  de  casos  aislados  deben  organizarse  en  la  siguiente  for- 
ma: (1)  introducción,  (2)  observaciones  del  caso,  (3)  discusión,  (4)  resumen  (en  español  e in- 
glés), (5)  referencias. 

e)  Las  tablas,  notas  al  canee  y leyendas  deben  aparecer  en  hojas  separadas. 

f)  Si  un  artículo  ha  sido  leído  en  alguna  reunión  o congreso,  así  debe  hacerse  constar  como 
una  nota  al  calce. 

g)  Deben  usarse  los  nombres  genéricos  de  los  medicamentos.  Podrán  usarse  también  los  nom- 
bres comerciales,  entre  paréntesis,  si  así  se  desea. 

h)  Se  usará  con  preferencia  el  sistema  métrico  de  pesos  y medidas. 

i)  Las  fotografías  y microfotografías  se  someterán  como  copias  en  papel  de  lustre  sin  mon- 
tar. Los  dibujos  y gráficas  deben  prepararse  a tinta  negra  y en  papel  blanco.  Todas  las  ilustraciones 
deben  estar  numeradas  (números  arábigos)  e indicar  la  parte  superior  de  las  mismas.  Debe  escri- 
birse una  leyenda  para  cada  ilustración. 

j)  Las  referencias  deben  ser  numeradas  sucesivamente  de  acuerdo  con  su  aparición  en  el  tex- 
to. Los  siguientes  ejemplos  pueden  servir  de  modelo: 

6.  Koppisch,  E.  Pathology  of  arteriosclerosis.  Bol.  Asoc.  Med.  P.  Rico  46:  505,  1954. 
(artículo  de  revista). 

4.  Wintrobe,  M.  M.  Clinical  Hematology,  3rd  Ed.  Lea  and  Febiger,  Philadelphia,  1952, 
p.  67.  (libro). 

Deben  usarse  solamente  las  abreviaturas  indicadas  en  el  Cumulative  Index  Medicus  que  publica  la 
Asociación  Médica  Americana. 


Instructions  to  Authors: 

The  Boletín  will  accept  for  publication  contributions  relating  to  the  various  areas  of  medicine 
surgery  and  allied  medical  sciences.  Special  articles  and  correspondence  on  subjects  of  general  in- 
terest to  physicians  will  also  be  accepted.  All  material  is  accepted  with  the  understanding  that  it 
is  to  be  published  solely  in  this  journal. 

In  order  to  facilitate  review  of  the  article  by  the  Editoral  Board  and  the  work  of  the  printer, 
the  authors  must  conform  with  the  following  instructions: 

a)  The  entire  manuscript,  including  figures,  legends  and  references,  should  be  typewritten 
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double-spaced  in  duplicate  with  ample  margins. 

b)  A separate  title  page  should  include  the  following:  title  (not  to  exceed  80  characters  and 
spaces),  author’s  (s)  name  (s),  institution,  and  author’s  mailing  address. 

c)  Articles  reporting  the  results  of  clinical  studies  or  laboratory  investigation  should  be  or- 
ganized under  the  following  headings:  (1)  introduction,  (2)  material  and  methods,  (3)  results, 
(4)  discussion,  (5)  summary  in  English  and  Spanish,  (6)  references. 

d)  Case  reports  will  include  (1)  introduction,  (2)  description  of  the  case,  (3)  discussion, 
(4)  summary  in  English  and  Spanish,  (5)  references. 

e)  Tables,  footnotes  and  legends  to  figures  should  appear  in  separate  sheets. 

f)  If  the  paper  has  been  presented  at  a meeting,  the  place  and  date  should  be  stated  as  a 
footnote. 

g)  Generic  names  of  drugs  should  be  used.  Trade  names  may  also  be  given  in  parenthesis, 
if  desired. 

h)  Metric  units  of  measurement  should  be  used  preferentially. 

i)  Photographs  and  photomicrographs  should  be  submitted  as  glossy  prints,  unmounted.  Draw- 
ings and  graphs  should  be  made  in  black  ink  on  white  paper.  All  illustrations  should  be  numbered 
(Arabic)  and  the  top  indicated.  A legend  should  be  given  for  each. 

j)  References  should  be  numbered  serially  as  they  appear  in  the  text.  The  following  form  will 
be  used: 

6.  Koppisch,  E.  Pathology  of  arteriosclerosis.  Bol.  Asoc.  Med.  P.  Rico  46:505,  1954. 
(for  journal  articles). 

4.  Wintrobe,  M.  M.  Clinical  Hematology,  3rd  Ed.  Lea  and  Febiger,  Philadelphia,  1952,  p. 
67,  (for  books). 

Abreviations  will  conform  to  those  used  in  the  Cumulative  Index  Medicus,  published  by  the  Ameri- 
can Medical  Association. 


Geigy 


Butazolidiri 

alka 


Each  capsule  contains: 
Butazolidin®,  brand  of 
phenylbutazone  100  mg 
dried  aluminum 
hydroxide  gel  100  mg 
magnesium 

trisilicate  150  mg 

homatropine 
methylbromide  1.25  mg 


Butazolidin 


brand  of  phenylbutazone 
Tablets  of  100  mg. 


Geigy  Pharmaceuticals 
Division  of  Geigy 
Chemical  Corporation 
Ardsley,  New  York 


It  works! 


BU3142 


domina  la  inflamación  • reduce  el  edema 
alivia  el  dolor  • acelera  la  curación 


En  toda  reacción  tisular  inflamatoria,  debida 
a traumas,  fracturas,  golpes,  hematomas,  etc.. 
QUIMORAL  acelera  la  reabsorción  de  sangre  y linfa 
extravasadas,  restablece  la  circulación  local  y abre 
paso  a las  defensas  orgánicas.  QUIMORAL  domina 
la  inflamación  y el  edema,  alivia  rápidamente  el  dolor 
y acelera  la  curación. 


QUIMORAL.  enzima  antiinflamatoria  para  uso  oral  y 
absorción  intestinal;  en  tabletas  con  actividad  enzimática 
equivalente  a 50.000  unidades  Armour. 

Rp.  Frascos  de  16  y 32  tabletas. 

Nota.— Para  indicaciones  completas, 
contraindicaciones,  posologia,  etc., 
consultar  la  literatura  o la  circular  ad- 
junta a los  envases  originales. 


ARMOUR  PHARMACEUTICAL  COMPANY 


immediate  relief  of  symptoms 
effective  control  of  inflammation 
protection  against  secondary  infection 

“^'^MYCOLOGm 

Squibb  Nystatin /Neomycin  Sulfate/ 
Gramicidin  with  Triamcinolone  Acetonide 

KING  AMONG  THETOPICALS 

Mycolog®  Cream.  (Squibb  Nystatin— Neomycin  Sulfate— Grami- 
cidin with  Triamcinolone  Acetonide) 

Mycolog®  Ointment.  (Squibb  Nystatin— Neomycin  Sulfate- 
Gramicidin  with  Triamcinolone  Acetonide) 


Active  ingredients  of  both  preparations:  triamcinolone  acetonide,  1 mg. 
(0.1%);  neomycin  (base)  used  as  sulfate,  2.5  mg.;  gramicidin,  0.25  mg.; 
nystatin,  100,000  units. 

Contraindications:  These  preparations  are  contraindicated  in  tubercu- 
lous and  most  viral  lesions  of  the  skin,  herpes  simplex,  vaccinia  and 
varicella  particularly.  They  are  also  contraindicated  in  fungal  lesions  of 
the  skin  except  candidiasis. 

Side  Effects  and  Precautions.  Mycolog  (Squibb  Nystatin— Neomycin 
Sulfate— Gramicidin  with  Triamcinolone  Acetonide)  has  been  extremely 
well  tolerated  locally.  Systemic  toxicity  has  not  been  observed  with  the 
topical  application  of  any  of  the  active  components.  Sensitivity  reactions 
following  the  topical  use  of  neomycin,  gramicidin,  or  nystatin  ate  only 
rarely  encountered;  local  intolerance  to  triamcinolone  acetonide  is  also 
rare. 

As  with  any  antibiotic  preparation,  prolonged  use  may  result  in  over- 
gtowth  of  nonsusceptible  organisms.  Constant  observation  of  the  patient 
is  essential.  If  supetinfections,  due  to  nonsusceptible  bacteria  or  fungi 
should  occur,  the  preparation  should  be  discontinued  and/or  appropriate 
therapy  instituted. 

SQIJIBB  a Century  of  Experience  Builds  Faith 


Depo-Medrol 

(methylprednisolone  acetate) 

after  intra-articular 
injection,  relief 
from  joint  pain 
begins  within  hours, 
often  lasts 
for  3 to  4 weeks 


■ Rapid  anti-inflammatory  effect  ■ Min- 
imal postinjection  pain  ■ Sustained 
“depot  effect”  ■ High  concentration  — 
low  volume 

Precautions  and  Contraindications: 

Contraindicated  in  arrested  tuberculosis,  peptic  ul- 
cer. acute  psychoses,  Cushing's  syndrome,  herpes 
simplex  keratitis,  vaccinia,  and  varicella.  Use  cau- 
tiously in  active  tuberculosis,  diabetes  mellitus,  os- 
teoporosis. chronic  psychotic  reactions,  predisposi- 
tion to  thrombophlebitis,  hypertension,  congestive 
heart  failure,  renal  insufficiency,  and  pregnant  pa- 
tients. particularly  during  first  trimester.  Observe 
newborn  infants  of  thesp  mothers  for  signs  of  hypo- 
adrenalism 

Low  incidence  of  usual  steroid  side  effects.  Long-term 
use  may  suppress  adrenal  gland  function;  observe 
patients  acco.'dingly.  Corticosteroids  may  mask  signs 
of  and  spread  infection;  hence  watch  all  patients 
closely  and  employ  antibacterial  measures  if  inter- 
current infection  occurs. 


Each  cc.  contains: 

Medrol  (methylprednisolone)  Acetate  40  mg. 

also 

Polyethylene  Glycol  4000  29  mg. 

Sodium  Chloride  8.7  mg. 

Myristyl-gamma-picolinium  Chloride  0.19  mg. 

Water  for  Injection  q.s. 


Supplied:  Sterile  aqueous  suspension,  40  mg.'cc.  in 
1 cc.  and  5 cc.  vials 


nppo  *',p  Mreni-  r - oecsttreo  trademarks,  u s,  pat  off. 


Upjohn 


UPJOHN  INTER-AMERICAN  CORPORATION  / PUERTO  RICO  BRANCH  julv.  i963  puerto  Rico  3,17  2 


NegGram  ( brand  of  nalidixic  acid ) is  a NEW 
systemic  antibacterial  agent  that  is  effective 
when  taken  orally. 

It  is  primarily  active  against  gram-negative 
bacteria. 

With  NegGram  (brand  of  nalidixic  acid), 
adjustment  of  urine  pH  is  unnecessary. 

0 

NegGram' 

brand  of 

nalidixic  acid 

has  an  unusual  antibacterial  spectrum: 

AGAINST  GRAM-NEGATIVE  BACTERIA 
Proteus,  Escherichia,  Aerobacter,  Klebsiella,  Shigella, 

Neisseria,  Brucella,  Pasteurella,  Hemophilus  (usually 
highly  sensitive) 

Pseudomonas,  Salmonella  (vary  in  sensitivity) 

AGAINST  GRAM-POSITIVE  BACTERIA 
Usually  not  sensitive  in  vitro,  or  only  at  high  concentration, 
but  favorable  clinical  results  have  been  observed. 


WINTHROP  announces  a 
totally  new 
synthetic  antibacterial 


is  unique  chemically: 

A naphthyridine  derivative  that  is  unrelated  to  sulfonamides, 
antibiotics  or  nitrofurazones 

has  outstanding  pharmacologic  advantages: 

High  anti-infective  efficacy 

Rapid  absorption  from  the  gastrointestinal  tract 

High  excretion  in  the  urine 

Good  tolerance 

Compatibility  with  other  anti-infectives 
Freedom  from  bacterial  cross  resistance 
Effectiveness  even  in  persons  with  impaired  renal  function 
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to  free  the  asthmatic  patien 
distressing  symptoms 


rom 


CLINICAL  CONSIDERATIONS.  Indications:  Celestone 
(betamethasone,  Schering)  is  indicated  in  the  manage- 
ment of  various  allergic,  dermatologic,  ocular,  rheu- 
matic and  other  conditions  known  to  be  responsive  to 
corticosteroid  therapy. 

Dosage  and  Administration:  The  dosage  of  Celestone 
¡betamethasone)  must  be  adjusted  to  individual  patient 
requirements:  i.e.,  severity  of  the  condition,  anticipated 
duration  of  therapy,  tolerance  to  the  steroid  and  re- 
sponse obtained  The  lowest  effective  dose  should  be 
employed.  When  corticosteroid  therapy  is  no  longer 
required,  the  dosage  of  this  drug  should  be  reduced 
gradually  and  then  discontinued.  Withdrawal  of  therapy 
should  be  gradual.  Package  literature  should  be  con- 
sulted for  detailed  dosage  schedules. 

Precautions:  Although  Celestone  (betamethasone)  dif- 
fers significantly  in  potency  and  electrolyte  effects,  it 
s a corticosteroid  and  hence  is  potentially  capable  of 
causing  any  of  the  reported  side  effects  of  other  such 
compounds  As  with  other  corticosteroids,  recurrence 


of  complications  of  peptic  ulcer  may  occur  during 
therapy  with  this  drug.  Package  literature  should  be 
consulted  for  details. 

Contraindications:  Active,  questionably  healed,  or  sus- 
pected tuberculosis  and  herpes  simplex  of  the  eye  are 
absolute  contraindications.  Discretion  should  be  used 
in  administering  Celestone  (betamethasone)  to  preg- 
nant patients  particularly  during  the  early  months. 

Use  of  this  corticosteroid  in  the  controlled  diabetic 
patient  should  be  closely  observed.  In  individuals  ex- 
posed to.  or  m the  active  phase  of.  exanthematous  dis- 
ease. it  may  be  desirable  to  disccntin-ue  all  corticos- 
teroid therapy. 

For  complete  product  details,  consult  Schering  lit- 
erature available  from  your  Schering  representative,  or 
Medical  Services  Department,  Schering  Corporation, 
Union,  New  Jersey. 

Packaging:  Bottles  of  30,  100,  1000  Tablets 
of  0.6  mg.  each.  • TDAOE'«>Bt<  ri  r4(.j.r« 

SCHERING  CORPORATION  U S A. 


Sultrlri 


TRADEMARK 


TRIFLE  SULFA  VAGINAL  CREAM 


provides  wide-spectrum  bacteriostasis 
over  a broad  vaginal  range 


Sultrin 

Sultrin 

Sultrin 

Sultrin 


stops  the  disdiai^e  and  destroys  the  cause  in  non-specific 
vaginal  infections 

speeds  healing,  diminishes  lochial  odor,  reduces  cervicitis  and 
morbidity  in  postpartum  care  of  the  cervix  and  vagina 
combats  infection,  reduces  healing  time  and  shortens  hospital 
stay  after  cervical  cauterization,  cervical  or  vaginal  surgery 

Triple  Sulfa  Cream  contains,  in  optimal  association:  Sulfathiazole 
3.42%,  Sulfacetamide  2.86%,  N^benzoylsulfanilamide  3.7%  and 
Urea  0.64%.  Contraindications:  sulfonamide  sensitivity  and 

kidney  disease. 


Rx,  Supplied  in  78  Gm.  tubes  with  or  without  ORTHO® 
Measured  Dose  Applicator. 

Ortho  Pharmaceutical  Corporation  • Raritan.  New  Jersey,  u.s.  a. 


Cesa  la  inflamación,  cesa  el  dolor! 


QUIMORAL  es  el  precursor  concentrado  proteolltico 
cuya  sorprendente  acción  antiinflamatoria,  antiede- 
matosa y (por  derivación)  antiálgica,  ha  sido  amplia- 
mente demostrada  en  miles  y miles  de  casos. 

QUIMORAL,  administrado  por  la  cómoda  via  oral  (para 
absorción  sistémica)  combate  rápidamente  la  infla- 
mación, reduce  el  edema  tisular  y alivia  el  dolor  en: 
traumatismos,  hematomas  y contusiones,  flebitis  y 


tromboflebitis,  quemaduras,  filtrados  inflamatorios, 
afecciones  respiratorias  (licúa  las  secreciones)  y en 
múltiples  otros  estados  de  inflamación  tisular  que  se 
presentan  a diario  en  clinica  y cirugia. 

Con  QUIMORAL  cesa  la  inflamación,  cesa  él  dolor  y 
se  reduce  notablemente  el  tiempo  de  curación. 

Rp.-  Frascos  de  32  tabletas 

(En  Colombia,  Chile  y México:  QUIMAR  Oral) 
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THE  PROPERTIES  OF  OLIVE  OIL 


by  Dr.  F.  IVIaria  Segovia  de  Arana 


“Thus,  olive  oil  is  unique  among  vegetable  oils  by  reason  of  its  organo- 
leptic characteristics.  Its  natural  aroma  and  taste  are  regarded  pleasant  by  the 
consuming  public  in  all  countries.  It  need  not  be  refined:  it  is  the  only  oil 
that  can  be  consumed  in  the  West  in  its  natural  state.  This  is  most  important, 
because  in  the  course  of  refinement,  oils  are  to  some  extent  transformed  and 
lose  some  of  their  nutritious  properties.” 


COMPOSITION  AND  CHEMICAL  PROPERTIES  OF  OLIVE  OIL 

“In  the  charte  below,  taken  from  Hilditch  (The  chemical  constitution  of 
natural  fatsj  the  composition  in  saturated  fatty  acids  (miristic,  palmitic  and 
stearic  and  non  saturated  (oleic  and  linoleic)  of  olive  oil  in  various  countries 
is  shown. 


OILS. 


Miristic 

Palmitic 

Stearic 

Oleic 

Linoleic 

Italy  (Tuscany) 

1,1 

9,7 

1,0 

79,8 

7,5 

Córcica 

1,1 

9,4 

2,0 

84,5 

4,0 

California 

1,1 

7,0 

2,3 

85,8 

4.7 

Spain 

0,2 

9,7 

1,4 

81,6 

7,0 

Tunis 

1,1 

14,7 

2,4 

70,3 

12,2 

Palestine 

0,5 

10,0 

3,3 

77,5 

8,9 

Greece  (Rhodes) 

0,4 

19,7 

0,3 

69,6 

10,4 

As  can  be  seen,  olive  oil,  apart  from  containing  a large  proportion  of  ft 
non  saturated  faty  acid,  of  twofold  linkage,  namely  oie'c  acid,  also  contains 
lesser  quantities  of  others  that  have  more  than  a twofold  linkage." 


PHITOSTERINES 


"Olive  oil  contain  "phitosterine”,  which,  as  its  name  indicates  consists  of 
vegetable  sterines  similar  to  the  colesterine  of  animal  fats,  but  with  the  in- 
teresting biological  characteristic  that  they  are  not  absorbed  by  the  wall  of  the 
stomach  and  what  is  even  more  important,  that  they  prevent,  to  a areater  or 
lesser  extent,  the  intestinal  absortion  of  the  colesterine  contained  in  food,  as  has 
been  recently  demonstrated  by  the  experiments  carried  out  by  the  Chaikoff 
School  in  the  United  States." 


ARTERIOSCLEROSIS  AND  OLIVE  OIL 


"The  experiments  carried  out  by  Dr.  Bronte  Stewart  in  South  Africa, 
demonstrated  that  colesterol  in  the  blood  increased  when  the  subjects  con- 
sumed animal  fats,  but  this  did  not  occur  with  vegetable  tats,  such  as  sun- 
flower oil,  olive  oil,  etc. 

The  same  type  of  result  was  achieved  by  a group  of  investigators  (among 
others.  Dr.  P.  D.  White,  President  Eisenhower’s  personal  physician,  and  Dr. 
Keys)  in  a test  carried  out  in  Calabria  and  Crete  on  subjects  whose  ages 
varied  between  45  and  65  year.s  and  the  fatty  part  of  whose  food  consisted 
almost  entirely  of  oil.  Only  two  out  of  the  657  persons  examined  were 
seen  to  have  had  heart  attacks.  When  this  group  was  compared  with  a similar 
one,  as  regards  age,  in  the  United  States,  whose  diet  largely  included 
large  quantities  of  animal  fats,  sixty  cases  of  heart  attacks  were  discovered 

("Time"  magazine,  30  December  1957).’’ 

CONCLUSIONS  OF  THE  WORK  OF  DR.  SEGOVIA  DE  ARANA 


‘ We  must  be  careful  and  only  recommend  such  things  as  can  reasonably 
be  expected  to  do  more  good  than  harm.  In  our  opinion,  the  following  measures 
are  reasonable  and  well  founded: 

1 ) Reduce  the  total  consumption  of  calories  and  in  particular  those 
derived  from  fats,  to  the  amounts  consumed,  (and  which  quantities 
should  be  maintened)  when  the  body  weight  is  normal  between 

twenty  one  and  twenty  five  years  of  age.  It  is  advisable  to  use  non 
saturated  vegetable  oils  in  lieu  of  animal  fats. 

2)  Take  active  daily  physical  exercise. 

3)  Avoid  all  excess  (tobacco,  alcohol,  emotional  tension)  but  such  habits 
need  not  be  cut  down  drastically. 

4)  Treat  arterial  hypertension  if  it  appears." 


“Through  the  courtesy  of  Torres  & Ribelles,  S.  A.,  Seville,  Spain, 
proprietors  of  the  famous  Spanish  Olive  Oil  brand  BET  IS 


24-hour  bloi 


Diabinese 

chlorpropamide 


Tth  once^^aP^y" 


for  iiffiroved  quality  of  maintenance 
and  greatNJikelihood  of  continuing  respom 


Side  Effects:  The  maiority  of  side  effects  with  chlorpropamide  have  been  dose-related  and  tran- 
sient, and  have  responded  to  dosage  reduction  or  drug  withdrawal.  These  may  include  anorexia, 
nausea,  vomiting,  epigastric  discomfort  and  various  vague  neurologic  symptoms,  particularly 
weakness  and  paresthesias.  Reactions  associated  with  idiosyncrasy  or  hypersensitivity  occasion- 
ally occur  (i.e.,  cholangiolitic  jaundice,  skin  eruptions  rarely  progressing  to  erythema  multi- 
forme and  exfoliative  dermatitis,  depression  of  formed  elements  of  the  blood),  usually  during 
the  first  six  weeks  of  treatment.  Some  side  effects  associated  with  hypersensitivity  may  be  severe 
and  death  has  been  reported  in  rare  instances.  Chlorpropamide  should  always  be  discontinued 
promptly  when  the  development  of  sensitivity  is  suspected.  The  occurrence,  singly  or  together, 
of  skin  rash,  low  grade  fever,  eosinophilia,  severe  diarrhea  due  to  nonspecific  proctocolitis  (some- 
times accompanied  by  bleeding  into  the  lower  bowel)  calls  for  immediate  termination  of  treat- 
ment. Leukopenia,  thrombocytopenia  and  mild  anemia  occur  occasionally,  but  are  generally 
benign.  One  case  of  aplastic  anemia  and  two  of  agranulocytosis  have  been  reported. 
Precautions:  Careful  observation  of  the  patient  at  least  once  weekly  for  possible  hypersensitivity 
reactions  is  advisable  during  the  first  six  weeks  of  therapy.  Patients  should  be  instructed  to  imme- 
diately report  pruritus,  skin  rash,  jaundice,  dark  urine,  light  stools,  low  grade  fever,  sore  throat, 
diarrhea  or  malaise.  Therapy  with  the  drug  does  not  obviate  the  need  for  standard  dietary  regu- 
lation, and  uncooperative  or  careless  patients  are  not  suitable  candidates  for  treatment  with 
chlorpropamide. 

Progressive  elevation  of  the  alkaline  phosphatase  suggests  the  possibility  of  incipient  jaundice 
and  requires  discontinuance  of  the  drug.  Barbiturates  should  be  used  with  discretion,  since  their 
action  may  be  prolonged  by  chlorpropamide.  In  patients  with  Addison’s  disease,  possible  exag- 
gerated hypoglycemic  effects  suggest  cautious  use.  In  some  patients,  a disulfiram-like  reaction 
may  be  produced  by  ingestion  of  alcohol.  Dosage  in  excess  of  requirernents  can  produce  hypo- 
glycemia. In  such  cases,  therapy  should  be  discontinued;  close  supervision  for  a minimum  of 
3 to  5 days  is  essential,  and  frequent  feedings  or  glucose  administration  is  imperative.  The  an- 
orectic or  profoundly  hypoglycemic  patient  should  be  hospitalized. 

Contraindications:  Chlorpropamide  is  not  indicated  as  sole  agent  in  juvenile  diabetes,  severe  or 
unstable  brittle  diabetes,  or  diabetes  complicated  by  acidosis,  coma,  infection,  surgical  proce- 
dures or  severe  trauma.  In  such  cases,  insulin  is  indispensable,  although  chlorpropamide  given 
alone  has  controlled  some  patients  with  mild  and  stable  adult  diabetes  during  the  stress  of  mild 
infection  or  minor  surgery.  Chlorpropamide  is  contraindicated  in  pregnancy,  and  in  those  patients 
with  serious  impairment  of  hepatic,  renal  or  thyroid  function.  Serious  consideration  ghould  be 
given  to  the  potential  hazard  of  its  use  in  women  of  childbearing  age. 

Formulas:  100  mg.  and  250  mg.  scored  tablets. 

More  detailed  professional  information  available  on  request. 


Science  for  the  world’s  well-being® 


Since  1849 


50  cc.?  200  cc,?  more? 

Over  40  published  reports  show  that 
Adrenosem  (carbazochrome  salicylate) 
significantly  reduces  capillary  blood  loss 
in  a variety  of  surgical  and  nonsurgical 
procedures.  The  most  recent  of  these 
reports,  by  Lloyd  S.  Persun,  Jr.,  M.D., 
scans  more  than  4,000  T&A  procedures 
which  took  place  in  a five-year  period 
at  the  Harrisburg  (Pa.)  Polyclinic 
Hospital. 1 The  conclusion:  Adrenosem 
{carbazochrome  salicylate)  was  responsible 
for  a large  reduction  in  operative  and 
postoperative  bleeding  and  sutures. 

Studies  by  Fulton^  have  shown  that 
Adrenosem  (carbazochrome  salicylate) 
apparently  exerts  its  effect  on  the  inter- 
cellular tissues  of  the  capillaries,  re- 
storing normal  tone  to  the  intercellular 
substance  which  connects  the  individual 
cells  to  form  the  capillary  walls.  Re- 
gardless of  dosage,  it  does  not  make  the 
intercellular  substance  completely  im- 
permeable. 

Indications:  In  both  surgical  and  nonsur- 
gical conditions  characterized  by  increased 
capillary  permeability  allowing  oozing  and 
seepage  bleeding. 


on-call  medication.  Children  under  12  years 
of  age,  1 cc.  Posioperatively:  1 cc.  every 
2 hours  as  necessary.  If  not  used  preopera- 
tively,  2 cc.  every  2 hours  as  necessary. 
In  Epistaxis  and  Other  Nonsurgical  Uses: 

1 or  2 cc.  (5  to  10  mg.)  I.M.,  followed  by 
maintenance  dosage  of  1 to  10  mg.  (avg. 
2.5  mg.)  t.i.d  orally. 

Supplied:  For  I.M.  Injection  Only — Am- 
puls, 5 mg./cc.,  pkgs.  of  5 and  100;  10  mg./ 

2 cc.,  pkgs.  of  5.  For  Oral  Administration 
Only — Tablets,  1 mg.  (s.c.  orange)  and  2.5 
mg.  (s.c.  yellow)  in  bottles  of  50;  Syrup,  2.5 
mg./5  cc.  (1  tsp.),  bottles  of  4 ozs. 

Contraindications:  None  known  at  rec- 
ommended dosages.  Adrenosem  (carbazo- 
chrome salicylate)  is  being  used  both  pro- 
phylactically  and  therapeutically  in 
thousands  of  hospitals  and  in  virtually  every 
type  of  surgical  procedure.  The  millions  of 
doses  which  have  been  administered  with 
no  undesirable  therapeutic  side  effects  are 
testimony  to  its  high  index  of  safety. 

References:  1.  Persun,  L.:  Laryngoscope 
74:  260-266  (Feb.)  1964.  2.  Fulton,  G.P., 
et  al.:  Venoms:  Am.  Assn.  Advancement  oí 
Science,  1954. 


*U.S.  Pat.  Nos.  2,581,850;  2,506,294 


Dosage  and  Administration:  Preopera- 
tively:  2 cc.  night  before  operation;  2 cc.  with 
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FOR  THE  PATIENT  WHO  REALLY.  WANTS  TO  LOSE  WEIGHT  . . . 

A 

Your  Supervision 
Obedrin-LA 


The  success  of  practically  any  weight 
control  plan  depends  on  the  patient's  atti- 
tude. An  understanding  of  the  underlying 
causes  of  food  craving  and  a strong  will- 
ingness to  solve  the  problem  of  overweight 
are  necessary.  Lack  of  this  attitude  ex- 
plains the  infrequent  success  of  many 
ventures  in  weight  control. 

For  your  patient  who  really  needs  to  lose 
weight,  this  program  is  most  effective; 

«PHYSICIANSUPERVISION-toplan 

a safe,  effective  and  individually  tailored 
route  for  weight  loss,  with  frequent  physi- 
cal checkups  to  uncover  any  elements 
which  may  change  the  plan. 

»OBEDRIN-LA— not  just  an  anorectic, 
Obedrin-L/l  covers  a wide  range  of  needs 
from  vitamin  supplementation  and  tissue 
fluid  mobilization  to  appetite  suppression 
and  mood  elevation  in  one  convenient,  all- 
day, optimum  level,  "trickle  release”  form. 


«OBEDRIN  MENU  PLAN  —a  common 
sense  diet  that  solves  the  problem  of 
calorie-counting  while  encouraging  sus- 
tained good  eating  habits  after  weight 
reduction  is  accomplished. 

Dosage  is  1 tablet  daily,  usually  at  10  a. m. 
Supplied  in  bottles  of  50  and  250  tablets, 
on  prescription  only. 

Caution:  Insomnia,  excitability,  nervous- 
ness may  occur  if  dosage  is  excessive. 
These  occur  infrequently  and  are  mild 
with  the  recommended  dosage.  Use  with 
caution  in  patients  having  a sensitivity  to 
sympathomimetic  compounds  or  barbi- 
turates and  in  cases  of  coronary  or  cardio- 
vascular disease  or  severe  hypertension. 
Excessive  use  of  amphetamines  by  unsta- 
ble individuals  has  been  reported  to  result 
in  a psychological  dependence.  In  such 
instances,  withdrawal  of  the  medication 
is  necessary.  All  medication  should  be 
used  with  caution  in  pregnant  patients, 
especially  in  the  first  trimester. 


Long-Acting 

Obed  rin®- 1_  a: 

-TRICKLE  RELEASE-  TABLETS 

Each  tablet  contains  Methamphetamine  HCl*.  t2.5  mg.;  Pentobarbital*.  50  mg.  (Bar* 
bituric  Acid  derivative.  Warning,  May  be  habit  forming);  Ascorbic  Acid.  200  mg.; 

Thiamine  Mononitrate.  1 mg.;  Riboflavin.  2 mg.;  Nicotinic  Acid  (Niacin),  10  mg. 

•U.S.  Pat.  Nos.  2,736.682;  2.809,916  ; 2.809.917;  2.809,918  and  pat.  pend. 
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! Why  do  74%  of  doctors  prefer 

! evaporated  milk  for  formula  feeding? 

■ Proven  nutritional  value! 

Í 

Readily  diluted  and  supplemented  for  the  infant’s  changing 
needs,  the  evaporated  milk  formula  fulfills  the  nutritional  re- 
quirements of  most  infants  from  birth  throughout  infancy.  A 
proven  history  of  successful  feeding  makes  evaporated  milk 

the  most  widely  used  form  of  milk  for  infant  feeding  today. 

I 

Carnation’s  position  of  responsibility  and  leadership  in  the 
specialized  field  of  infant  feeding  is  important  in  the  choice 
of  formula  milks.  Carnation  is  the  preferred  brand  by  far 
for  infant  feeding  throughout  the  world. 


Í 


WORLD’S  LEADER  BY  FAR,  FOR  INFANT  FORMULA  FEEDING 


*'fnm  Ccnunud  Covt” 


• Permits  the  doctor  to  prescribe 
for  the  baby's  changing  needs 

• Curd  tension  zero 

• Digestible,  uniform,  safe 

• Low  incidence  of  allergy 

• Simple  to  prepare 
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hypertension 


TO  CONTROL  HIGH  BLOOD  PRESSURE  GENTLY,  EFFEC- 
TIVELY, ACCEPTABLY 

Versatila  in  indications— recommended  In  sustained  ev 
sential  hypertension,  and  in  those  labile  forms  unre- 
sponsive to  sedative  therapy. 

Effective  “around-the-clock”— continuously  and  signifi- 
cantly reduces  lying,  sitting  and  standing  pressure;  simple 
dosage  adjustment  can  prevent  morning  hypotension  with- 
out sacrifice  of  afternoon  control. 

Conducive  to  normal,  everyday  activities— works  white 
the  patient  wor-ks;  exercise  hypotension  and  diurnal  blood 
pressure  variations  rarely  occur. 

Facllftates  smooth  naegemeiit— ease  of  administration; 


liberation  from  critical  dosage  titration;  low  incidence  of 
side  effects. 

Oriented  towards  the  ultimate  goal  of  antihypertensivo 
therapy— helps  relieve  the  vital  target  organs  from  the 
strain  of  hypertension  by  effectively  lowering  blood  prev 
sure. 

Supplied:  Tablets  ALDOMET  (250  mg.  methyidopa,  each) 
In  bottles  of  30,  100  and  500. 

Note:  Detailed  Information  on  dosage,  administration.  Indica» 
tions,  precauUons  and  bibliography  is  available  on  request 
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STILBAZIUM  IODIDE  (MONOPAR) 
IN  THE  TREATMENT  OF 
HUMAN  TRICHURIASIS 


José  F.  Maldonado  Ph.  D 


Trichuris  trichiura  is  probably  the  com- 
monest parasite  of  man  in  the  Western 
Hemisphere.  Some  of  the  most  recent  figures 
of.  incidence  for  various  Latin  American 
countries  or  localities  which  support  this 
statement  are  as  follows:  Veracruz,  México, 
83  per  cent;  Costa  Rica,  60  per  cent;  Co- 
lombia, between  39  and  89  per  cent;  Peru, 
up  to  81  per  cent;  Chile,  up  to  65  per  cent; 
Brazil,  up  to  71  per  cent;  Dominican  Re- 
public, 59  per  centh). 

As  a disease,  trichuriasis  affects  only  a 
small  proportion  of  the  parasitized  individ- 
uals. From  our  experience  in  Puerto  Rico  it 
may  be  defined  as  “the  presence  of  sufficient 
worms  in  the  large  intestine  to  be  represented 
by  no  less  than  20,000  eggs  per  gram  of 
feces.”  On  this  basis,  it  is  calculated  that  in 
Puerto  Rico  alone  there  are  around  45,000 
cases  of  the  disease,  placing  it  as  the  most 
common  clinical  entity  in  the  island,  second 
only  to  malnutrition^^h  In  the  opinion  of 
others,  these  figures  are  conservative.  Mar- 
tuscelli  and  Biagi<^>  consider  5.000  eggs  and 


Benarroch^^)  2,000  eggs  per  gram  of  feces 
the  limit  for  the  appearance  of  symptoms. 

The  disease  consists  essentially  of  a chro- 
nic, persistent  and  wasting  diarrhea,  usually 
with  microscopic,  but  very  often  macrosco- 
pic, loss  of  blood,  anemia  and  often,  but  not 
always  rectal  prolapse. 

Microscopically,  the  foul-smelling  feces 
show,  besides  the  large  number  of  eggs, 
mucus  and  extravasated  erythrocytes,  many 
leukocytes,  but  very  seldom  macrophages,  and 
Charcot-Leyden  crystals.  Other  parasites, 
such  as  Ascaris,  hookworms,  Strongyloides,  E. 
histolytica  and  Giardia  lamblia,  and  almost 
always  a profound  state  of  malnutrition,  tend 
to  mask  the  true  nature  of  the  syndrome. 
However,  clinical  trichuriasis  is  typical 
enough  to  be  readily  distinguished  once  a 
number  of  patients  has  been  handled,  par- 

From  the  Department  of  Medical  Parásito- 
logy,  University  of  Puerto  Rico  School  of 
Medicine,  San  Juan,  Puerto  Rico.  Supported 
by  a grant  from  Burroughs-W ellcome  and  Co. 
(USA),  Inc.,  Tuckahoe,  N.  Y. 
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ticularly  when  symptomatic  measures  fail  to 
improve  the  condition.  The  mechanism  by 
which  the  wonn  affects  the  intestine  has 
not  been  elucidated. 

The  great  majority  of  the  severe  cases 
occurs  in  children  1 to  8 years  of  age,  but 
infants  under  one,  individuals  over  10  and 
sometimes  adults,  particularly  neglected 
mothers,  may  have  the  disease.  The  precipi- 
tating cause  is  malnutrition,  which  provokes 
dirt-eating.  Ignorance  and  crowding  are  the 
most  important  complementary  factors<®h 
However,  severe  cases  may  occur  in  children 
from  well  families  living  adjacent  to  prob- 
lem ones. 

The  treatment  of  trichuriasis  was,  until 
recently,  very  difficult.  Until  1951,  the  only 
promising  anthelmintic  had  been  “leche  de 
higuerón”,  the  latex  of  a Ficus  growing  in 
Central  America  and  the  northern  part  of 
S.  America.  Since  attempts  at  refinement  of 
the  latex  failed  due  to  resulting  toxicity,  it 
had  to  be  used  fresh.  This  was  impractical, 
particularly  in  the  tropics,  because  fermen- 
tation quickly  destroyed  its  value.  The  in- 
troduction in  1951  of  hexN'lresorcinoh®'  in 
the  form  of  deep  enemata,  was  the  first 
therapeutic  meausure  of  real  value  available 
for  wide  use.  It  still  holds  its  place  in  clinical 
medicine,  but  it  was  displaced  since  1959  by 
dithiazanine^^k  This  drug  has  been  widely 
employed  with  relatively  good  results,  but  it 
has  lost  favor  progressively  because  of  its 
irritative  action  on  the  gastric  mucosa,  and 
the  possibility  of  absorption,  which  though 
rare  may  provoke  severe  complications. 

■Attempts  to  control  Trichiuris  infection 
with  drugs,  as  practiced  with  other  helminths, 
have  been  ineffective  simply  because  of  the 
unavailability  of  a practical  therapeutic  agent. 
The  data  to  be  presented  show  that  Stilza- 
bium  iodide  (Monopar)  may  prove  to  be 


that  agent,  because  of  its  curative  value,  and 
the  ease  and  safety  of  its  administration. 

The  chemical  formula  of  stilzabium 
iodide  is  2,  6 bis  (p-pyrrolidinostyryl)  pyri- 
dine iodide.  It  is  a red,  deeply  staining, 
water-insoluble,  tasteless  po\vder.  Its  anthel- 
mintic properties  were  first  proven  in  man 
by  Swartzwelded  et  al^^'>  Other  trials  were 
executed  by  Botero^^^^,  Peña  Chavarría^^ñ 
and  Huang  and  Brown^^^k 


Materials  and  Methods 

Trials  during  the  past  2 years  have  in- 
volved no  less  than  500  individuals  under  | 
varying  conditions  of  health.  Very  ill,  hospit.  | 
alized  patients,  ambulatory  cases,  schoolchil- 
dren presenting  significant  number  of  eggs  in 
their  feces,  and  family  groups  visited  regular- 
ly for  a period  of  over  a year  have  been 
treated. 

Varied  therapeutic  programs  were  pratic- 
ed.  Three  seriously  ill,  hospitalized  patients 
received  the  drug  at  the  rate  of  100  or  200 
mg.,  t.i.d.,  for  5 days,  following  the  directions 
of  the  producer,  and  similar  to  the  pattern  of 
dithiazanine  treatment.  In  one  child,  adminis- 
tration during  the  first  day  or  two  had  to  be  by 
stomach  tube,  because  of  shock  from  de- 
hydration. With  the  9 others  the  dose  was 
reduced  until,  with  the  last  two  patients, 
treatment  consisted  of  a daily  dose  of  200  mg 
t.i.d.  for  2 days.  In  the  remainder  of  the  sev- 
eral hundreds  of  patients,  treatments  followed 
this  regimen  until  simpler  ones  were  intro- 
duced, namely  only  one  250  mg.  dose  once  daily 
for  2 or  3 days;  only  one  500  mg  dose;  only 
one  250  mg  dose.  Lastly,  a series  received  an 
enteric  coated  capsule  at  a dose  of  125  to  150 
mg  once  daily  for  2 days.  At  no  moment  was 
consideration  given  to  weight  or  condition  of 
the  patient,  nor  w^as  the  presence  of  other 
parasites  an  obstacle  in  instituting  treatment; 
in  fact,  multiple  parasitism  was  welcomed 
purposely. 
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The  hospitalized  patients  were  previously 
treated  with  parenteral  fluids,  blood  transfu- 
sion, antidiarrheics,  high-protein  diets,  and 
high-vitamin  supplements.  Specific  therapy 
was  always  instituted  at  the  earliest  op- 
portunity, since  the  symptomatic  measures 
proved  of  little  avail.  ^ 

In  the  first  few  cases,  all  or  almost  all 
bowel  movements  were  collected  for  worm 
counting,  but  the  practice  had  to  be  promptly 
stopped  because  of  lack  of  adequate  facilities. 
Evaluation  of  therapy  was  thereafter  carried 
out  mainly  by  fecal  examination  using  Beaver’s 
standardized,  direct  smear,  egg-counting  meth- 
od(i3).  The  appearance  of  the  patient,  the 
character  of  the  feces,  and  the  opinion  of  the 
mother,  were  considered  convenient  supple- 
mentary criteria  of  therapeutic  effect.  Other 
determinations,  such  as  blood  cell  counts, 
blood  chemistry  and  urinalysis,  were  not  con- 
sidered due  to  the  non-specific  nature  of  the 
physiological  changes  in  trichuriasis,  and  the 
lack  of  adequate  controls. 

In  very  small  children  the  drug  had  to  be 
given  by  spoon,  mixed  in  sugar.  Efforts  were 
made  to  give  it  on  a full  stomach  to  ambulatory 
cases,  but  many  trials  were  made  in  the  fast- 
ing state  in  order  to  check  untoward  reactions 
under  both  situations. 

Once  the  first  critically  ill  patients  were 
treated  under  rigorous  attention  in  the  hos- 
pital, and  the  safety  and  efficacy  of  the  drug 
had  been  established,  the  anthelmintic  was 
employed  under  the  most  liberal  conditions, 
with  the  purpose  of  determining  its  value  for 
mass  therapy.  Since  parasitological  cure  is 
no  longer  recognized  as  necesary  for  control 
of  intestinal  helminthsi^^).  the  criterion  of 
succesful  therapy  was  a reduction  of  egg-count 
to  an  arbitrary  level  of  5,000  eggs  per  gram 
of  feces. 


Results  and  Comments 

Treatment  of  seriously  ill,  hospitalized 
patients. 

These  included  no  less  than  100  children 
under  8 years  of  age,  cared  for  in  the  chil- 


dren’s ward  of  the  Rio  Piedras  Municipal 
Hospital.  Of  these,  12  were  checked  care- 
fully (Table  I)  ; the  remainder  were  hospit- 
alized for  variable  periods  of  time  and  treat- 
ed with  Stilbazium  iodide  at  some  convenient 
moment  in  the  course  of  symptomatic  treat- 
ment. A few  had  to  be  hospitalized  for  over 
a month  in  order  to  bring  them  into  com- 
plete physical  recovery,  or  for  fear  of  im- 
mediate reinfection  after  return  to  their 
families.  Others  were  released  within  two 
weeks.  An  undetermined  number  underwent 
additional  hospitalizations  or  outpatient  at- 
tention for  the  same  causes  during  the  two- 
years  period  of  the  study. 

Treatmeyit  of  ill,  ambulatory  patients: 

These  were  individuals  seen  at  the  out- 
patient clinics  of  the  Rio  Piedras  Municipal 
Hospital  and  the  University  Hospital,  most 
of  whom  had  shown  over  20,000  eggs  per 
gm  of  feces,  or  which  in  the  opinion  of  the 
attending  physician  needed  treatment.  Over 
200  children  were  treated  with  one  250  mg 
Monopar  capsule  a day  for  3 days.  The 
capsules  were  given  to  the  mother  or  person 
in  charge,  for  administration  at  home.  The 
results  with  31  of  them  who  could  be  follow- 
ed adequately,  are  shown  in  Table  II. 

Treatment  of  schoolchildren  under  10  years 
of  age  presenting  medium  to  heavy  parasit- 
ism : 

Regime  No.  I — 500  mg,  single  dose. 

Thirty-one  individuals  were  treated  in 
this  manner,  1 1 personally  by  the  author,  and 
the  rest  by  officials  of  a health  center  in  a 
remote  community  (Table  HI). 

Regime  No.  2 — 250  mg,  single  dose. 

Seven  schoolchildren  under  8 were  treat- 
ed personally  by  the  author,  all  in  the  fasting 
state  (Table  IV). 
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TABLE  I SERIOUSLY  ILL,  HOSPITALIZED  PATIENTS 


Patient 

Age 

/No.  eggs/gm.  feces 

Treatment 

Number  of  worms 

Number  eggs/gm. 

No. 

(Yrs) 

Pre-treatment 

collected 

feces  1 wk.  Post- 

treatment 

1 

612 

50,000* 

100  mg.  t.i.il.  5 days 

367 

7,000 

2 

40,500 

200  mg.  t-i.d.  4 days 

403 

Less  than  500* 

3 

2V2 

24,000 

100  mg.  t-i.d.  5 days 

65 

4,500 

4 

Hi 

48,500 

100  mg.  t-i.d-  2 days 

62 

Less  than  500* 

200  mg.  t-i-d.  3 days 

5 

2V2 

76,000 

200  mg.  t-i-d.  4 days 

117 

5,500 

6 

4 

112,000 

200  mg.  t-i-d.  5 days 

10,500 

7 

2 Vi 

100,000* 

100  mg.  3 doses 

500 

200  mg.  4 doses 

8 

21/2 

190,000 

200  mg.  t-i-d.  3 days 

- 

9,000 

9 

21/2 

145,500 

200  mg.  4 doses 

- 

Less  than  500* 

10 

6 

50,000* 

200  mg.  t-i-d.  3 days 

- 

Less  than  500* 

11 

6 

302,000 

200  mg.  t-i-d.  2 days 

- 

Less  than  500* 

12 

8 

20,500 

200  mg.  t-i-d.  2 days 

- 

Less  than  500* 

* No  eggs 

in 

the  standardized  smear. 

TABLE  II  AMBULATORY  PATIENTS 


PRE  TREATMENT 

POST 

TREATMENT 

No.  of 

No.  of 

Patients 

Eggs/Gm. 

Patients 

Eggs/Gm. 

14 

50,000 

2 

500 

3 

10,000 

9* 

20,000  to 

50,000 

12 

25/30,000 

1 

500 

7 

1000  to 

3,750 

1 

8,250 

1 

18,500 

1 

42,000 

5 

9/12,500 

1 

500 

4 

500  to 

2,000 

Two  patients 

retreated.  Control, 

1 week 

later:  19500 

■ggs/gm.  feces 

in  each. 
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TABLE  III  SCHOOL  CHILDREN,  REGIME  No.  1 


PRE 

TREATMENT 

POST  TREATMENT 

No  of 

No  of 

Patients 

Eggs/Gm. 

Patients 

Eggs/Gm. 

Vomiting 

FASTING 

2 

over  50,000 

2 

500;  9,750 

0 

1 

6,000 

1 

5,000 

+ 

5 

11,500-15,750 

1 

500 

+ 

4 

8,250-13,000 

+ 

NON-FASTING 

12 

5,000-10,000 

1 

500 

0 

4 

1,000-  2,000 

0 

3 

3,000-  5,000 

+ 

2 

7,000-  7,500 

0 

4 

12,500-  1,800 

2 

500 

0 

2 

1,500-  2,000 

0 

1 

1,500 

0 

4 

24,000  + 

1 

2,900 

0 

TABLE  IV  SCHOOL  CHILDREN,  REGIME  No.  2 


PRE 

TREATMENT 

POST 

TREATMENT 

Patient 

Eggs/gm 

Eggs/gm 

No. 

feces 

feces 

Vomiting 

1 

over  50,000 

21,000 

0 

2 

over  50,000 

1,250 

0 

3 

19,000 

2,250 

+ 

4 

8,750 

3,750 

0 

5 

6,500 

2,500 

0 

6 

4,500 

2,750 

0 

7 

4,500 

3,000 

0 
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Regime  No.  3 — 250  mg  once  daily  for 
2 days  inmiediately  after  lunch.  Eleven 
schoolchildren  less  than  8 years  old  were 
treated  at  the  school  lunch  hour  (Table  V) . 

Treatment  of  family  groups. 

Six  families,  selected  through  a school 
survey,  showing  a severe  problem  of  parasit- 
ism among  the  majority  of  the  members, 
were  treated  in  the  following  manner:  Fam- 
ily No.  1 — each  members  received  250  mg 
of  Monopar  b.i.d.  for  3 days;  Families  No.  2, 
3,  4 and  5 — each  member  received  250 
mg  of  Monopar  once  daily  for  2 days; 


VI  presents  some  of  the  results. 

All  six  families  presented  the  same  picture, 
namely,  neglected  surroundings,  overcrowd- 
ing, defective  dwelling  and  inadequate  san- 
itary facilities  consisting  of  a poorly  construct- 
ed latrine  used  by  the  adults  only.  In  four 
(Nos.  3,  4,  5 and  6)  the  mother  stayed  home. 
In  one  (No.  1)  the  mother  worked  away  as  a 
maid  7 hours  daily,  and  the  father  did  not 
contribute  to  the  domestic  economy.  In  the 
other  (No.  2)  the  group  was  a compound 
with  no  definite  head.  In  the  latter,  one 
Family  No.  6 — each  member  received  125 
mg  of  Monopar  once  daily  for  2 days.  Table 


TABLE  V SCHOOL  CHILDREN,  REGIME  No.  3 

PRE  TREATMENT  POST  TREATMENT 


Patient 

Eggs/gm 

Eggs/gm 

No. 

feces 

feces 

Vomiting 

1 

8,000 

500 

0 

2 

8,000 

1,500 

0 

3 

9,750 

500 

t 

4 

12,750 

1,500 

0 

6 

13,750 

500 

0 

6 

17,000 

1,500 

0 

7 

19,750 

500 

0 

8 

23,500 

1,750 

0 

9 

25,000 

500 

0 

10 

27,500 

2,500 

0 

11 

28,250 

1,500 

0 

TABLE  VI 

FAMILY  GROUPS 

PRE-TREATMENT 

POST  TREATMENT 

Clinical 

Number 

Family 

Number  of 

(Ave.  No.  eggs/gm. 

(Ave.  No.  eggs/gm. 

Cure 

Patients 

No. 

Members 

feces/member) 

feces/member) 

(%) 

Vomiting 

1 

9 

42,500 

250 

100 

2 

2 

13 

17,000 

5,500 

70 

1 

3 

7 

16,500 

2,570 

85 

1 

4 

11 

14,300 

850 

94 

0 

5 

11 

23,500 

8,750 

62 

0 

6 

5 

15,000 

1,000 

100 

2 

Bol.  Asoc.  Med.  P.  Rico 
Febrero  j 1965 


Stilbazium  Iodide  (AlonoPar)  63 


of  the  most  heavily  infected  individuals  was 
the  20  years  old  mother  of  2,  with  a history 
of  2 stillbirths  and  already  pregnant. 

Family  No.  1 was  considered  completely 
cured,  inasmuch  as  all  the  members  were 
cleared  of  eggs,  except  2 which  showed  after 
treatment  no  more  than  1,500  eggs  per  gm 
of  feces.  Family  No.  2 had  two  members 
which  failed  to  respond,  and  one  whose  egg 
count  decreased  to  about  half.  These  three 
contributed  to  the  relatively  high  average 
number  of  eggs  post-treatment.  In  Family 
No.  3 one  member  attained  a reduction  of  the 
eggs  to  about  one,  half  the  former  number. 
The  rest,  even  3 heavily  infected  ones  (over 

22.000  eggs) , were  practically  cleared  of  the 
infection.  Family  No.  4 had  2 members  with 
heavy  infections  (over  45,000  eggs)  ; these, 
plus  the  rest  of  the  11  members  were  con- 
sidered clinically  cured,  since  only  4 proved 
positive  after  treatment,  two  with  only  3,000 
e£fgs/gm  and  the  other  two  with  less  than 

2.000  eggs/gm.  Family  No.  5 was  heavily 
infected,  except  for  2 members  which  showed 
5,500  and  10,000  eggs/gm  of  feces.  Three 
failed  to  respond  to  treatment  and  to  them 

is  due  the  high  average  of  the  post-treat- 
ment egg  count.  Family  No.  6 which  received 
the  lightest  dose  of  Monopar,  was  considered 
entirely  cured  in  spite  of  the  fact  that  2 of 
the  members  vomited  once  each  within  a 
few  hours  after  treatment. 

The  first  5 families  were  followed  for 
varying  periods  of  time  by  coproscopy.  It 
was  found  necessary  to  repeat  treatment  in 
some  apparently  cured  individuals  as  early 
as  within  3 months.  Five  members  of  Fam- 
ily No.  5 had  to  receive  three  treatments  in 
' a year.  In  two  families  attention  was  dis- 
■ continued  because  of  tlieir  failure  to  cooper- 


Other  antihelrnintic  effects.  Stilbazium  iodide 
was  observed  to  be  fairly  effective  against 
Ascaris  lumbric aides,  particularly  with  the 
prolonged  treatment  program.  Medication 
for  5 days  completely  cleared  the  infection. 
Shorter  treatments  resulted  sometimes  in  a 
significant  loss  of  worms.  At  no  time  was  an 
untoward  reaction  noticed  which  might 
suggest  that  the,  drug  irritates  the  parasite. 
Whether  or  not  it  may  eventually  displace 
piperazine  compounds  as  an  ascaricide  de- 
pends of  the  drug,  and  a simplification  of 
its  mode  of  administration  to  very  yoúng 
children. 

No  parasitidal  effect  was  noted  with  hook- 
worms, Strongyloides  or  the  intestinal  proto- 
zoa. 

Discussion 

The  data  presented  in  general  point  to 
Stilbazium  iodide  as  the  most  efficacious  drug 
for  trichuriasis  available  to  date,  proving  of 
value  not  only  in  reducing  worm  burdens, 
but  shortening  the  hospitalization  period  of 
very  ill  patients  from  about  a month  to  no 
more  than  two  weeks.  Even  one  250  mg 
dose  has  been  able  to  turn  a heavy  infection 
in  2 cases  (Table  IV)  to  a state  in  which 
the  patient  was  considered  cured.  One  500 
mg  dose  afforded  clinical  cure  in  8 of  13 
heavily  infected  patients.  The  ideal  treatment 
program,  however,  is  one  dose  of  150  mg 
daily  for  two  or  three  consecutive  days,  given 
on  a full  stomach.  Out  of  39  severely  affect- 
ed patients  thus  treated,  32  or  82  per  cent, 
were  cured.  Apparently,  the  size  of  the  in- 
dividual dose  is  not  as  important  as  the 
duration  of  its  retention  in  the  large  bowel. 

The  drug  acts  differently  from  dithiaza- 
nine,  which  tends  to  digest  the  wonns.  In  the 
case  of  Stilbazium  iodide  the  parasite  passes 
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intact,  many  of  them  stained  deep  red.  A 
delayed  action  appears  to  exist,  as  evidenced 
by  tlie  progressive  decrease  in  the  number 
of  eggs  during  the  days  following  the  termi- 
nation of  treatment.  This  confirms  the  ob- 
servation made  by  hluang  and  Brown 
For  this  reason,  at  least  a week  must  be 
awaited  to  detemiine  the  outcome.  The  re- 
maining worms  are  apparently  affected  in 
their  egg  producing  ability,  as  evidenced  by 
the  bizarre  shapes  presented  by  the  shells. 

The  single  act  of  vomiting,  induced  in 
10  to  15  percent  of  the  cases,  was  not  a 
critical  factor  in  the  efficacy  of  the  drug, 
since  at  least  several  hours  elapsed,  permit- 
ting passage  into  the  intestine  of  a significant 
proportion.  Vomiting  shared  no  relation  to 
the  intensity  of  the  infection;  in  fact,  the 
poorer  the  condition  of  the  patient  the  fewer 
the  gastric  effects,  a peculiarity  also  observed 
by  us  in  dithiazanine  therapy,  and  which 
may  be  ascribed  to  the  increased  gastro  in- 
testinal motility  in  heavy  trichuriasis.  Enteric 
coating  did  not  reduce  the  irritative  effect. 
\^omiting  was  not  related  either  to  age  or 
sex,  and  usually  occurred  suddenly,  with  no 
further  complaints.  In  smaller  school  children 
it  may  have  been  due  to  nervousness  pro- 
duced by  the  insistence  of  the  therapist.  Al- 
though a full  stomach  may  decrease  the 
chance  of  irritation  when  a large,  500  mg. 
dose  is  employed,  in  the  case  of  a smaller  one 
it  makes  little  difference. 

The  members  of  families  No.  5 and  6 
which  formed  part  of  the  32  patients  kept 
under  our  personal  control  for  a prolonged 
time,  were  given  the  medication  by  their 
mothers.  This  was  done  to  determine  their 
reliability;  as  expected,  that  of  Family  No. 
5,  the  most  severely  affected  of  the  tw'o, 
exhibited  the  lowest  cure  rate  of  all  the 
groups. 


Stilbazium  iodide  appears  to  be  suffi- 
ciently active  against  Tricliuris  and  safe 
enough  to  warrant  testing  its  efficacy  in  wide- 
spread therapeutic  control.  How'ever,  it  ap- 
pears unlikely  that  the  parasite  will  yield  bet- 
ter than  others  subjected  to  a similar  meas- 
ure. For  example,  in  the  case  of  hookworms, 
only  after  a strenuous  effort  of  many  years 
was  it  possible  to  curtail  their  morbidity,  in 
spite  of  the  efficient  therapeutic  agents  in  ex- 
istence. The  same  may  be  said  respecting  As- 
caris.  In  our  opinion,  it  will  hold  true  with 
Trichuns,  unless  the  importance  of  the  fam- 
ily unit  as  the  center  of  action  is  fully  taken 
into  consideration.  Trichuriasis  as  a disease, 
as  well  as  the  others  mentioned,  and  many 
other  problems  of  health,  makes  its  appear- 
ance in  particular  homes.  These  should  oc- 
cupy all  the  attention.  Treatment  should 
not  be  left  entirely  in  the  hands  of  the 
parents,  nor  should  it  be  the  only  measure 
of  control.  The  improvement  of  living  con- 
ditions in  general  will  be  the  true  measure 
to  produce  permanent  results. 

Summary 

The  drug  stilbazium  iodide  (Monopar) 
has  been  tested  against  Tricliuris  trichiura 
in  various  situations  among  several  hundred 
individuals.  It  has  been  found  efficacious,  in- 
asmuch as  a single  dose  appears  capable  of 
eradicating  enough  worms  to  attain  clinical 
cure.  However,  the  most  convenient  and  ef- 
fective treatment  is  one  dose  daily  (125  to  250 
mg)  for  two  or  three  days.  The  drug  is 
considered  to  be  safe,  with  no  evidence  of 
adverse  reactions  except  for  a single  vomiting 
episode  in  10  to  15  per  cent  of  the  cases. 

Stilbazium  iodide  offers  the  opportunity 
for  at  last  undertaking  mass  control  of 
trichuriasis,  but  campaigns  based  on  therapy 
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only  can  hardly  be  expected  to  render  per- 
manent results. 

Resumen 

Se  ha  ensayado  el  yoduro  de  stilbazium 
(Monopar)  contra  Trichuris  trichiura  en  di- 
ferentes situaciones  entre  varios  cientos  de 
personas.  Se  ha  encontrado  que  es  eficaz, 
ya  que  una  sola  dosis  parece  erradicar  su- 
ficiente número  de  helmintos,  como  para 
obtener  un  efecto  clínico  curativo.  Sin  em- 
bargo, el  tratamiento  más  conveniente  y 
efectivo  es  una  dosis  diaria  (125  a 250  mg.) 
por  dos  ó tres  días.  Se  considera  que  su  uso 
no  conlleva  riesgo  ya  que  no  han  habido 
reacciones  adversas  exceptuando  episodios 
aislados  de  vómitos  observado  en  10  a 15  por 
ciento  de  los  casos. 

Monopar  ofrece  por  fin  la  oportunidad 
de  efectuar  control  en  masa  de  la  trichuriasis, 
aunque  no  puede  esperarse  que  campañas 
basadas  únicamente  en  terapia  den  resulta- 
dos permanentes. 
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BLOOD  PRESSURE  AND 
CHOLESTEROL  LEVELS  IN 
PUERTO  RICAN  GROUPS 


11.  Industrial  Workers, 

Alountain  Dwellers  and 
Coastal  Dwellers* 

Raúl  Costas,  Jr.,  M.D.,  Jay  S.  Goodman, 
M.  D.,  and  Ramón  Aixalá,  M.  D. 


Two  factors  which  have  been  demon- 
strated to  have  predictive  value  regarding 
an  individual’s  risk  of  developing  athero- 
sclerotic heart  disease  are  an  elevated  blood 
pressure  (160/95  or  over)  and  an  elevated 
serum  cholesterol  level  (260  mg  % or  over). 
(1).  Although  these  values  may  apply  to 
certain  populations  on  the  U.S.  mainland, 
one  may  justifiably  wonder  whether  they 
are  applicable  to  Puerto  Rican  population 
groups  as  well.  The  first  step  in  attempting 
to  answer  this  question  is  to  establish  the 
normal  values  for  these  parameters  in  Puer- 
to Ricans.  It  would  also  be  useful  to  know 
whether  there  are  significant  differences  in 
the  blood  pressure  and  cholesterol  values 
among  certain  groups  of  Puerto  Ricans. 

*From  the  Department  of  Medicine  bf  the 
University  of  Puerto  Rico  School  of  Medi- 
cine and  the  Puerto  Rico  Department  of 
Health. 


In  a previous  communication  (2)  an 
analysis  of  blood  presure  and  cholesterol 
levels  in  Puerto  Rican  patients  with  athero- 
sclerotic heart  disease,  their  relatives,  and  a 
group  of  healthy  controls  was  presented. 
Although  the  overall  values  were  lower  for 
the  controls  than  for  either  the  patients  or 
their  relatives  (as  expected),  the  differences 
were  not  considered  significant.  The  number 
of  cases  in  these  groups  has  now  been  increas-: 
ed  to  over  350,  and  analysis  continues  to 
show  the  same  differences,  which  may  acquire 
statistical  significance  as  the  size  of  the  sam- 
ple is  further  increased. 

More  recently,  blood  pressure  and  choles- 
terol values  have  been  studied  in  three  other 
groups  of  Puerto  Ricans  — industrial  wor- 
kers, mountain  dwellers,  and  coastal  dwel- 
lers — for  comparative  purposes.  A brief 
analysis  of  the  findings  is  presented  in  this 
paper. 
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Materials  and  Methods 

All  three  groups  studied  were  composed  of 
males  aged  45  to  74.  No  attempt  was  made  to 
screen  out  any  one  who  might  be  sick,  suffer 
from  hypertension,  or  have  heart  disease. 

The  industrial  workers  were  drawn  from  a 
large  plant  in  the  Metropolitan  Area.  The 
plant  employs  about  900  men  of  which  about 
half  fall  within  the  age  group  studied.  Follow- 
ing a general  announcement  of  the  study  at  the 
plant,  subjects  were  asked  to  volunteer  and 
were  accepted  in  the  order  in  which  they 
presented  themselves.  The  number  of  cases 
was  limited  to  55  only  by  the  time  and  facilities 
at  our  disposal. 

The  mountain  dwellers  were  studied  at 
Barrio  Frontón,  a rural  community  near 
Ciales.  The  study  was  announced  by  means 
of  school  children.  All  subjects  who  presented 
themselves  — 82  in  all  — w'ere  included.  This 
represents  an  estimated  70%  of  the  total  male 
population  within  the  pertinent  age  groups. 

The  coastal  dwellers  were  examined  at 
Puerto  de  Jobos,  a seaside  community  close 
to  Guayama.  Here,  contacts  were  made  per- 
sonally and  individually  on  the  day  of  exami- 
nation. The  total  turnout  of  37  cases  represents 
an  estimated  60%  of  the  total  male  population 
in  the  age  groups  concerned. 

Blood  pressures  were  taken  on  the  right 
arm,  with  the  subject  in  the  sitting  position, 
using  either  a mercury  manometer,  or  an 
aneroid  manometer  previously  standardized 
against  a mercury  apparatus.  The  lower  of 
two  readings  was  reported,  and  the  diastolic 
pressure  represents  the  disappearance  of  the 
Korotkoff  sounds. 

Cholesterol  was  determined  on  non-fasting 
serum  samples,  by  the  method  of  either  Abell 
et  alM)  or  Huang  et  aZ.(5)  which  give  com- 
parable results.  Aliquots  of  10  random  serum 
samples  sent  to  the  Heart  Disease  Control 
Laboratory,  Communicable  Disease  Center,  at 
Atlanta,  Georgia,  showed  a satisfactory  com- 
parison.(6) 

Results  and  Comments 

The  mean  blood  pressure  by  age  for  each 


group  studied  is  presented  in  Table  I. 
Throughout  the  tables,  figures  in  parenthesis 
indicate  t|;ie  number  of  individuals  in  each 
specific  group.  In  general  the  industrial 
workers  tend  to  show  a higher  blood  pressure  ' 
than  the  mountain  dwellers.  Among  the  | 
coastal  dwellers,  the  overall  mean  systolic 
blood  pressure  approximated  that  of  the  ' 
industrial  workers,  while  the  diastolic  blood 
pressure  was  closer  to  that  of  the  mountain 
dwellers.  The  blood  pressure  differences  bet-  | 
ween  industrial  workers  and  mountain  dwel- 
lers may  be  significant,  but  no  correlation 
is  apparent  in  either  of  the  other  two  possible 
comparisons  (mountain  dwellers  versus  coast- 
al dwellers,  or  industrial  workers  versus  coast- 
al dwellers) . 

Table  II  shows  the  number  of  individuals 
with  borderline  and  high  blood  pressure  in 
ea'ch  group.  A greater  proportion  of  industrial 
workers  (43%)  had  borderline  or  elevated  , 
blood  pressures  than  mountain  dwellers 
(29%)  or  coastal  dwellers  (35%).  It  must 
be  noted,  however,  that  none  of  these  figures  , 
has  been  adjusted  for  age. 

The  mean  serum  cholesterol  values  for 
each  age  group  are  shown  in  Table  III.  No  * 
significant  differences  in  over-all  averages 
are  observable  in  the  groups.  The  younger 
mountain  dwellers  have  a tendency  towards 
lower  levels  than  either  the  industrial  wor- 
kers or  the  coastal  dwellers  of  comparable  age.  I 

Table  IV  shows  the  number  of  indivi- 
duals with  elevated  serum  cholesterol  in 
each  group.  Again  the  industrial  workers 
showed  a greater  proportion  (20%)  of  indi- 
viduals with  hypercholesterolemia  than  either 
the  mountain  dwellers  (15%)  or  the  coastal 
dwellers  (19%).  These  differences,  however, 
do  not  appear  to  be  statistically  significant. 


TABLE  I 

MEAN  BLOOD  PRESSURE  BY  AGE  GROUPS 
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TABLE  III 

MEAN  SERUM  CHOLESTEROL  (MG%) 
BY  AGE  GROUPS 


Age 

Industrial 

Mountain 

Coastal 

Workers 

Dwellers 

Dwellers 

45-49 

235 

(20) 

211 

(20) 

248 

( 4) 

50-54 

224 

(16) 

221 

(24) 

244 

( 7) 

55-59 

218 

( 9) 

229 

(13) 

216 

( 9) 

60-64 

218 

(10) 

209 

( «) 

204 

( 9) 

65  & over 
Over-All 

— 

( 0) 

230 

( 7) 

214 

( 8) 

Mean 

224 

(55) 

220 

(72)* 

219 

(37) 

*Ten  mountain  dwellers  did  not  have  choles- 
terol determinations  made.- 


TABLE  IV 

INDIVIDUALS  WITH  ELEVATED  SERUM 
CHOLESTEROL 


Age 

í Industrial 

1 Workers 

45-49 

1 5 (20) 

50-54 

1 2 (16) 

55-59 

1 1(9) 

60-64 

3 (10) 

65  & over 

- ( 0) 

TOTAL 

11  (55) 

Mountain 

i 

Coastal 

Dwellers 

1 

Dwellers 

4 (20) 

1 

2 (4) 

4 (24) 

1 

3 (7) 

2 (13) 

1 

1 (9) 

0 ( 8) 

1 

0 (9) 

1 ( 7) 

1 

1 (8) 

11  (72) 

1 

7 (37) 

Although  these  three  groups  manifest 
roughly  similar  blood  pressure  and  cholesterol 
levels,  the  size  of  the  samples  and  the  method 
of  their  selection  preclude  the  drawing  of 
definitive  conclusions.  Better  sampling  tech- 
niques are  being  evaluated. 

Summary 

Blood  pressure  and  cholesterol  determi- 
nations were  made  in  55  industrial  workers, 
82  mountain  dwellers,  and  37  coastal  dwel- 
lers. All  were  males  45  to  74  years  of  age. 
There  was  a probably  significant  difference 
in  mean  blood  pressure  in  the  group  of  in- 


dustrial workers  as  compared  to  the  moun- 
tain group.  Differences  in  cholesterol  levels 
and  in  prevalence  of  hypertension  and  of 
hypercholesterolemia  in  these  groups  were 
not  significant. 

Resumen 

Se  determinó  la  presión  arterial  y el 
colesterol  sérico  en  55  trabajadores  indus- 
triales, 82  habitantes  de  área  montañosa  y 
37  habitantes  de  área  costanera.  Todos  eran 
varones  entre  45  y 74  años  de  edad.  Se  notó 
una  diferencia  probablemente  significativa 
en  la  presión  promedio  entre  los  trabajado- 
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res  industriales  y los  habitantes  de  área  mon- 
tañosa. Otras  diferencias  en  los  niveles  del 
colesterol  y en  la  prevalencia  de  la  hiperten- 
sión y de  la  hipercolesterolemia  entre  estos 
grupos  no  fueron  significativas. 
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EDITORIAL 


SYPHILIS  — 
OLD  PROBLEM  - 
\EW  CHALLENGE 


Eugene  J.  Gillespie,  M.  D. 


Over  20  years  ago,  Dr.  John  Mahoney 
working  in  our  Venereal  Disease  Research 
Laboratory  reported  to  the  world  the  first 
cures  of  syphilis  with  penicillin.  Much  has 
happened  to  the  world,  to  each  of  us,  to  Dr. 
Mahoney,  but  not  to  syphilis,  since  that  mo- 
mentous discovery.  The  causal  treponeme 
has  not  only  not  developed  any  resistance  to 
Fleming’s  antibacterial  fungus,  but  penicil- 
lin remains  the  best,  and  a highly  effective, 
treatment  of  syphilis.  I might  add,  a treat- 
ment of  a disease  to  match  any  in  our  ar- 
mamentarium in  November  1964. 

I am  sure  that  were  the  physicians  of  the 

Deputy  Chief,  Venereal  Disease  Branch  Com- 
municable Disease  Center  U.  S.  Public  Health 
Presented  at  the  annual  meeting  of  the  Puer- 
to Rico  Medical  Association  in  November, 
1964. 


Renaissance  alive  today  who  watched  this 
disease  sweep  Europe,  they  would  be  most 
skeptical  if  I w^ere  to  tell  them  that  we  have 
a drug  that  with  one  injection  would  cure 
the  “great  pox.”  Even  Ehrlich  with  his 
“magic  bullet,”  arsphenamine  or  606,  who 
believed  at  first  that  he  had  found  a one-shot 
cure  for  the  “French  Disease,”  “the  Italian 
Disease,”  (he  would  obviously  not  call  it 
“the  German  Disease”)  would  have  been 
astounded  at  penicillin’s  lack  of  toxicity  as 
compared  to  his  “bullet,”  and  would  have 
had  to  concede  to  penicillin’s  more  potent 
spirocheticidal  action. 

Therefore,  is  syphilis  not  an  anachro- 
nism? The  word  is  defined  thusly:  “The 
error  of  placing  a person  or  thing  in  a period 
to  which  he  or  it  does  not  belong.”  I do 
believe  that  those  earlier  physicians  I referred 
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to  would  agree  with  me  since  they  would  be 
just  as  amazed  to  learn  that  21  years 
after  John  Mahoney  reported  on  penicillin’s 
efficacy,  we  are  again  seeing  syphilis  sweep 
the  world  in  epidemic  proportion. 

The  resurgence  of  syphilis  since  1957 
prompted  the  Surgeon  General,  Dr.  Luther 
Terry,  to  appoint  a Task  Force  to  study  this 
problem  in  1961,  and  from  this  report  has 
come  our  present  goal  to  eradicate  syphilis 
in  ten  years.  It  was  the  consensus  of  this 
group  that  the  rising  trend  of  infectious 
syphilis  can  be  reversed  through  intensifi- 
cation and  further  improvement  of  the  case- 
finding process,  through  quicker  access  to, 
and  use  of,  operational  information,  through 
increased  participation  in  veneral  disease 
work  by  private  physicians,  through  research, 
and  through  a fact-based  plain-talking  vener- 
eal disease  education  effort. 

The  Task  Force  recognized  the  private 
physician  as  so  important  that  they  recom- 
mended a private  physician  visitation  pro- 
gram and  placed  it  first  in  their  list  of  six 
recommendations.  They  stated  that  an  inten- 
sive effort  be  inaugurated  to  enlist  the  priva- 
te physician  and  his  professional  societies  and 
associations  in  the  control  effort  providing 
for  at  least  two  visits  per  year  by  a qualified 
health  worker  to  all  general  practitioners 
and  one  visit  a year  to  all  specialists  in 
practice.  The  primary  purpose  of  these 
visits  is  to  show  each  physician  how  the 
program  works  to  eliminate  syphilis  and  to 
enlist  his  cooperation  in  reporting  cases  and 
pennitting  his  patients  to  be  interviewed. 
Not  only  should  physicians  be  encouraged 
to  report  to  the  health  department  but  the 
health  department  should  be  encouraged  to 
report  back  to  physicians  on  the  results  of 
casefinding.  One  should  stress  the  physician’s 


role  and  responsibility  as  well  as  the  nation- 
wide increase  in  venereal  disease.  This  will 
raise  the  level  of  his  alertness  to  the  signs 
and  symptoms  of  syphilis  in  his  patients.  The 
health  department  representative  should  also 
acquaint  the  physician  with  the  confidentia- 
lity maintained  in  all  interviewing  and  that 
the  physician-patient  role  will  not  be  dis- 
turbed. It  should  be  pointed  out  that  if 
syphilis  is  to  be  controlled,  the  contacts 
to  his  infectious  cases  must  be  interviewed 
and  re-interviewed  for  sex  contacts  and  as- 
sociates if  the  chain  of  cases  is  to  be  broken. 

In  the  era  of  arsenotherapy,  most  patients 
were  treated  in  public  clinics  but  this  has 
changed  with  the  advent  of  penicillin.  Today 
more  patients  are  treated  in  the  private  phy- 
sician’s office  than  in  public  clinics  so  that 
if  we  are  to  eradicate  syphilis  one  must  focus 
on  the  private  practitioner  in  his  relationship 
and  importance  to  health  authorities.  To  em- 
phasize the  problem,  a recent  national  survey 
by  the  American  Medical  Association,  the 
National  Medical  Association,  and  the  Amer- 
ican Osteopathic  Association  in  cooperation 
with  the  American  Social  Health  Association 
showed  that  physicians  were  only  reporting 
11.3%  of  their  cases  of  infectious  syphilis. 

Point  #2  in  the  Task  Force  recommen- 
dations states  “That  a program  be  established 
to  insure  that  all  laboratories  (public,  private, 
hospital,  and  blood  bank)  processing  blood 
tests  for  syphilis  cooperate  in  the  control  ef- 
fort by  reporting  to  appropriate  health  de- 
partments all  reactive  specimens  by  name 
of  patient  and  attending  physician.”  I would 
suggest  that  the  director  of  venereal  disease 
control  or  his  representative  visit  each  labora- 
tory performing  serological  tests  for  syphilis. 
First,  the  ones  not  reporting  and  then  the 
others  to  insure  complete  reporting.  One 
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must  stress  that  these  reactors  so  named 
will  not  be  contacted  directly  by  the  health 
department.  The  health  department  will  wait 
possibly  72  hours  and  then  contact  the 
private  physician  in  charge  of  the  case  to 
see  what  disposition  is  being  made  and  to 
offer  contact  interviewing  services  for  his 
patient  either  in  his  private  office,  in  the 
health  department,  or  a place  selected  by 
the  private  patient. 

While  a few  private  physicians  may  have 
a darkfield  microscope,  there  may  be  none 
in  a given  community,  so  it  is  imperative 
that  such  be  made  available  in  the  health 
department  and  that  this  service  be  offered 
free  to  any  physician  on  request. 

I believe  this  is  the  best  place  to  bring  in 
the  necessity  of  routine  blood  testing  in  hos- 
pitals. I think  it  most  desirable  that  the 
Health  Officer,  the  physician  in  charge  of 
venereal  disease,  or  a representative  of  the 
health  department  visit  each  hospital  ad- 
ministrator and  discuss  with  him  the  desira- 
bility of  instituting  this  as  an  admission 
procedure  and  on  first  visits  to  the  outpatient 
clinic. 

Obviously,  if  we  are  to  eradicate  syphilis, 
now  is  not  the  time  to  discontinue  any  routine 
screening  program.  Pre-marital  and  pre-natal 
testing,  with  pre-employment  blood  testing, 
should  be  continued  both  as  casefinding 
devices,  surveillance  functions,  and  as  oppor- 
tunities for  education  of  parents,  prospective 
married  couples,  and  employees,  to  prevent 
syphilis  infection  and  its  spread.  A thorough 
physical  examination  should  be  an  impor- 
tant concomitant  to  such  testing.  To  sum- 
marize here  — a complete  reactor  reporting 
program  is  absolutely  essential  to  complete 
syphilis  intelligence.  In  other  words,  each  and 
every  laboratory  must  report  every  reactive 
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test  for  syphilis  to  the  health  department  for  f 
followup. 

The  Task  Force  for  the  third  recom- 
mendation stated  that  current  interview-in- 
vestigation services  be  intensified  and  extend- 
ed to  cover  all  infectious  syphilis  cases  and 
that  every  such  case  be  interviewed  and  ! 
reinterv'iewed  for  sexual  contacts,  acquain- 
tances and  associates.  Persons  with  potentially  , 
infectious  syphilis  (early  latent)  likewise 
should  be  interviewed  and  reinterviewed. 

The  heart  of  a modern  control  program  i 
is  the  interviewing  of  an  infected  patient  , 
for  his  sexual  contacts  in  order  to  find  the  ■ 
source  of  his  infection  and  to  whom  he  in 
turn  may  have  spread  his  infection,  and  the 
treatment  of  contacts.  It  is  extremely  im- 
portant that  the  interview  be  very  carefully 
performed  in  order  to  find  these  people  in  ! 
the  field  and  not  to  waste  a lot  of  time  as  i 
well.  Today,  we  find  that  an  infected  case  | 
of  syphilis  has  had  5 contacts  during  his 
period  of  infectiousness.  i 

A most  important  pre-requisite  for  the 
control  or  eradication  of  syphilis  is  the  pro-  i 
phylactic  or  epidemiologic  treatment  of  per-  , 
sons  recently  exposed  sexually  but  clinically 
free  of  disease.  The  treatment  of  such  con- 
tacts should  not  preclude  eliminating  first 
all  persons  with  manifest  disease.  If  no  signs 
or  symptoms  are  present  and  history  is 
negative,  the  contact  should  be  treated  epi* 
demiologically  and  an  S.T.S.  obtained.  It  is 
important  to  remember  that  in  early  syphilis 
local  or  generalized  lesions  may  fail  to  occur 
or  may  be  so  slight  as  to  escape  notice,  and 
such  symptomless  infection  may  be  unsus- 
pected until  a reactive  serology  at  some  later 
time  leads  to  the  diagnosis  of  syphilis.  When- 
ever undetected  syphilis  exists,  it  can  be 
spread.  The  resurgence  of  syphilis  is  due  to 
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progressively  increasing  transmission  of  tre- 
i poneines.  To  stem  this  tide,  it  is  necessary  to 
■ destroy  the  invading  treponema  pallida  dur- 
) ing  the  incubation  period  so  as  to  prevent  the 
onset  of  disease  and  further  spread.  If  this 
destruction  should  take  place  before  the 
primary  lesion  appears,  no  transmission  can 
occur.  Epidemiologic  treatment  is  given  for 
I the  purpose  of  destroying  all  treponemes  of 
a contact  with  incubating  syphilis,  thus  abort- 
ing the  disease  in  its  prodromal  stage  and 
rendering  the  patient  incapable  of  spreading 
it  to  others.  From  our  field  studies  we  re- 
commend using  2,400,000  units  of  benzathine 
penicillin  G or  Bicillin. 

The  fourth  recommendation  was  that  a 
comprehensive  and  dynamic  education  pro- 
gram be  developed  for  professional  workers 
as  well  as  for  the  public.  The  public  edu- 
cation effort  should  be  aimed  particularly  at 
persons  in  younger  age  group  most  likely 
to  contract  venereal  disease  and  should  sti- 
mulate cooperation  from  youth-serving  and 
family-serv'ing  agencies,  churches,  schools, 
serv'ice  clubs,  etc.,  and  the  mass  media. 

Now  I would  like  to  turn  for  a while  to 
problems  in  diagnosis. 

The  tools  of  modern  diagnosis  of  syphilis 
include: 

(1)  History  and  physical  examination; 

(2)  Darkfield  examination; 

(3)  Serologic  tests  for  syphilis  (S.T.S.)  ; 

(4)  Treponemal  antigen  tests;  and 

(5)  Spinal  fluid  examination. 

The  lesions  of  primary  and  secondary 
syphilis  usually  disappear  spontaneously  (that 
is,  with  or  without  treatment)  which  is  why 
we  as  physicians  must  be  on  the  alert  with 
a high  index  of  suspicion  for  this  disease.  I 
might  add  that  these  lesions  also  are  usually 
asymptomatic  (not  painful  or  pruritic)  as 


well,  so  that  many  cases  are  not  seen  and 
diagnosed  until  late  in  its  course. 

Unfortunately,  there  is  widespread  misun- 
derstanding in  the  interpretation  of  low  titre 
reagin  or  nontreponemal  tests  such  as  VDRL 
or  Kolmer.  Frankly,  there  are  four  possibi- 
lities when  there  is  no  clinical  evidence  of 
syphilis. 

( 1 ) The  patient  has  syphilis  and  was 
never  treated  or  was  inadequately 
treated. 

(2)  The  patient  has  had  syphilis  and 
was  successfully  treated  at  some  time 
in  the  past. 

(3)  There  was  a technical  error  on  part 
of  anyone  handling  the  blood 
specimen. 

(4)  The  reaction  is  a biologic  false 
positive. 

A patient  with  such  a low  titred  reagin 
test  with  no  clinical  or  epidemiological  evi- 
dence of  syphilis  needs  further  serologic 
evaluation.  First,  therefore,  repeat  the  test 
and  if  positive  again,  a treponemal  test  is 
indicated. 

The  most  reliable  treponemal  tests  are 
the  FTA  and  the  TPI.  If  either  of  these  is 
negative,  one  has  the  best  evidence  we  have 
that  the  reactive  reagin  test  is  due  to  a 
biologic  false  positive.  I must  emphasize  that 
one  should  not  make  a diagnosis  of  a BFP 
without  having  a treponemal  test  performed. 
One  other  word  of  caution  — a positive  tre- 
ponemal test  does  not  denote  activity  of 
syphilis  .It  is  possible  that  the  person  has 
had  adequate  treatment  for  syphilis  even  if 
their  TPI  or  FTA  is  positive. 

In  the  short  time  remaining,  I would  like 
to  discuss  the  subject  of  “Why  are  we  seeing 
more  cases  of  infectious  syphilis  reported  in 
our  nation?” 


/ 6 Volumen  57 

Número  2 


\ 

I 

Eugene  J.  Gillespie,  M.D. 


I might  say  first  that  we  in  the  Venereal 
Disease  Program  feel  that  there  is  a real 
and  actual  increase  in  infectious  syphilis  not 
only  in  the  nation  but  throughout  the  world 
as  indicated  by  reports  from  WHO.  There 
are  various  reasons  put  forth  as  to  why  this 
is  occurring  and  I am  afraid  there  is  no 
one  answer  or  simple  explanation  as  to  why 
this  has  occurred.  There  isn’t  any  doubt  that 
in  the  late  forties  and  early  fifties  that  many 
people  received  penicillin  for  a co-existing 
disease  such  as  pyelonephritis,  cystitis,  pneu- 
monia, osteomyelitis,  sinusitis,  streptococcal 
infections,  furunculoses,  etc.,  and  their  syphi- 
lis was  cured  without  them  ever  being  aware 
of  the  latter  disease.  As  penicillin  reactions 
became  more  numerous  and  broad  spectrum 
oral  antibiotics  appeared  on  the  market,  the 
use  of  penicillin  decreased  in  private  practice. 
These  broad  spectrum  antibiotics  were  and 
are  prescribed  in  dosages  that  are  insufficient 
to  cure  infectious  syphilis  in  contrast  to  dos- 
ages used  of  penicillin;  so,  at  most,  the  signs 
and  symptoms  are  delayed,  making  the  diag- 
nosis of  syphilis  more  difficult  as  well. 

Another  reason  put  forth  for  the  increase 
is  that  so  many  people  thought  penicillin  was 
the  whole  answer  that  it  became  a foregone 
conclusion  that  syphilis  would  be  eradicated. 
I might  add  that  these  people  did  not  realize 
that  penicillin  setting  on  a pharmacist’s 
shelf  will  not  cure  syphilis  in  the  population. 

.•\s  previously  mentioned,  more  patients 


with  syphilis  are  now  seen  in  private  physi-  I 
cians’  offices  — lack  of  reporting  on  their  | 
part  and  failure  to  request  or  permit  health 
department  personnel  to  interview  their  pa-  I 
tients  has  contributed  to  this  increase.  As  you 
well  know,  there  is  not  such  situation  as  an 
isolated  case  of  syphilis.  ' 

Syphilis  was  also  de-emphasized  in  the  I 
curricula  of  medical  schools  and  thousands 
of  young  doctors  graduated  without  ever 
having  seen  a case,  not  to  mention  that  even  | 
today  the  hours  of  didactic  lectures  given  ' 
to  syphilology  in  most  schools  is  limited  to  i 
one  or  two  hours. 

Further,  venereal  disease  control  appro- 
priations which  exceeded  $17,000,000  from 
the  Federal  Government  in  1948  dropped  to 
a low  of  $3,000,000  in  1955.  This  reduction 
of  funds  occurred  in  state  and  local  or  county 
programs,  as  well. 

There  are  no  doubt  many  other  factors 
responsible  for  the  increase  and  I will  men- 
tion just  two  more  — 1 ) mobility  of  people — 
not  only  within  states  but  worldwide  and  2) 
changing  morals  no  doubt  related  to  our 
urbanization  and  personal  stress.  Whenever 
one  has  countries  and  people  undergoing 
vast  social  and  economic  change,  there  are 
going  to  be  changing  values. 

In  conclusion,  I feel  that  we  have  the 
diagnostic  and  treatment  tools  at  hand  as 
well  as  the  know-how  to  control  and  eradi- 
cate syphilis  if  we  just  apply  this  knowldege. 
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There  has  been  significant  progress  in 
the  study  of  cancer  etiology  from  the  funda- 
mental level  of  molecular  biology  which  is 
concerned  with  the  intracellular  events  res- 
ponsible for  the  malignant  transformation  of 
cells  to  the  study  of  chemical,  physical  and 
biological  agents  as  responsible  for  the  varied 
patterns  of  cancer  incidence  in  small  and 
large  population  groups.  All  scientific  dis- 
ciplines are  contributing  to  our  understand- 
ing of  cancer  causation  in  a correlated  and 
cooperative  manner  which  is  tending  to 
obliterate  artificial  distinctions  between  the 
various  basic  sciences.  For  the  sake  of  clarity 
I shall  discuss  etiological  factors  in  separate 
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categories,  however  if  there  is  one  growing 
major  theme  in  cancer  research  at  present, 
it  is  recognition  that  multiple  factors,  both 
environmental  and  host,  unite  to  cause  cancer 
as  seen  clinically  and  epiderniologically. 

Environmental  Factors 

Discussion  of  environmental  factors  can  best 
be  begun  with  the  current  state  of  chemical 
carcinogenesis.  This  area  which  has  pioneered 
the  identification  of  environmental  factors  in 
the  causation  of  cancer  is  of  growing  signifi- 
cance incidental  to  the  expanding  industria- 
lization of  society  and  advances  in  organic 
chemistry  which  are  constantly  contributing 
an  almost  infinite  number  of  new  compounds 
to  our  environment.  Exposure  to  these  occurs 
in  several  ways:P*  Consumers  are  exposed 
daily  to  food  preservatives,  additives  and 
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coloring  agents  and  cosmetics/^*  Drugs  and 
other  pharmacological  agents  are  being  ad- 
ministered to  patients  over  long  periods  of 
time,  often  measurable  in  significant  por- 
tions of  the  total  life  span,^^^  Fertilizers  and 
pesticide  residues  are  increasing  in  our  foods 
and  water  supplies  incidental  to  their  ex- 
panded use,^^'  Pollution  of  the  atmosphere 
and  water  supplies  by  industrial  effluents, 
vehicular  exhaust  products  and  biological 
agents  threatens  these  critical  and  limited 
environmental  resources,  and^®)  Toxicologic 
and  carcinogenic  agents  from  natural  sources 
are  being  identified.  These  products  include 
fungal  and  bacterial  food  contaminants,  as 
well  as  the  reaction  products  of  chemicals 
normally  occurring  in  foods  following  pro- 
longed storage  and  diversified  use.  It  is  well 
to  emphasize  that  experimental  studies  have 
established  the  presence  of  carcinogenic 
agents  in  each  of  these  five  categories.  Limit- 
ed epidemiological  studies  determining  their 
effect  on  man  are  in  progress,  but  many  more 
are  in  need  of  initiation. 

Of  serious  theoretical  and  practical  con- 
cern has  been  the  growing  recognition  that 
compounds  of  relatively  simple  structure 
(nitrosoamines  — lactones  — carbamates) 
are  carcinogenic.  From  a theoretical  view- 
point they  indicate  that  the  alteration  in  cel- 
lular biochemistry  and  structure  associated 
with  malignant  transformation  need  not  be 
specific  as  once  thought  nor  need  the  agents 
specifically  affect  the  genetic  material 
(DNA).  PVom  a practical  viewpoint,  their 
ubiquity  is  alamiing.  Polluted  air,  cigarette 
smoke,  pesticides,  food  additives  and  preser- 
vatives consist  in  varying  measure  of  the 
compounds  I have  described.  When  to  these 
are  added  the  traditional  carcinogens  such 
as  polycyclic  aromatic  hydrocarbons,  aro- 


matic amines  and  azo  dyes,  the  situation 
becomes  formidable. 

'Fo  this  evergrowing  group  of  synthetic 
agents  has  been  added  the  carcinogenic  haz- 
ard incidental  to  natural  products.  The  most 
noted  example  of  this  has  been  the  toxic 
products  of  the  mold,  A.  ilavus.  Though  ori- 
ginally identified  as  a contaminant  of  peanut 
meal,  it  is  now  known  to  contaminate  a 
broad  spectrum  of  grains  and  other  plant 
products.  This  mold,  responsible  for  Turkey 
“X”  Disease,  is  a potent  experimental  car- 
cinogen, perhaps  the  most  potent  we  have; 
and  its  universal  distribution  is  such  as  to 
raise  serious  concern  relative  to  a possible 
carcinogenic  effect  in  man.  Supporting  this 
concern,  is  the  fact  that  contamination  of 
food  is  highest  in  those  areas  which  have  the 
greatest  incidences  of  cancers  of  the  hepat- 
obiliary system  — the  anatomic  site  of  loca- 
lization and  detoxifications  of  these  fungal 
products.  It  is  necessary  to  reassess  the  role 
of  this  and  other  natural  products  in  the 
high  incidence  of  liver  cancer  in  Africa  and 
esophageal  cancer  in  South  Africa  and  other 
tropical  areas.  The  contamination  of  rice  by 
the  yellow  mold,  P.  islandicum,  a carcinogen, 
and  the  intentional  use  of  molds  by  the 
Japanese  in  the  preparation  of  sake  and  other 
foods  are  well  known.  The  possible  signifi- 
cance of  this  in  the  high  incidence  of  gastric 
cancer  in  Japan  is  implicated.  In  Guam,  a 
constituent,  the  cycad  nut,  has  been  shown  to 
be  a potent  carcinogen  thus  opening  up  a 
new  area  of  dietary  carcinogens  present  in 
plant  food  sources.  It  is  important  to  reem- 
phasize that  these  and  similar  observations 
have  unprecedented  significance  since  their 
geographic  location  uniquely  complements 
the  sites  of  selected  high  cancer  incidence  in 
the  world. 
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Chemical  carcinogens  also  provide  us 
with  a tool  for  studying  the  mechanisms  of 
carcinogenesis.  While  the  ultimate  cellular 
alterations  responsible  for  the  malignant 
transformation  of  cells  is  unknown,  funda- 
mental studies  have  established  that  the  ge- 
netic material  (DNA)  function  is  altered 
though  not  necessarily  its  structure. 

Viral  Carcinogenesis 

Spectacular  advances  have  taken  place 
during  the  past  decade  in  the  field  of  viral 
carcinogenesis.  Progress  has  been  so  rapid 
that  proper  deliberation  in  the  evaluation  and 
application  of  the  findings  has  frequently 
been  found  wanting.  While  Borell  postulated 
a viral  agent  in  the  causation  of  cancer  as 
early  as  1903  and  Ellerman  and  Barg  trans- 
mitted chicken  leukemia  with  cell-free  fil- 
trate in  1908,  it  was  the  recovery  of  a trans- 
missible agent  from  mouse  leukemia  by  Lud- 
wig Gross  in  1951  which  reawakened  interest 
in  viral  oncology.  Since  a large  number  of 
viruses  have  been  identified  which  have  in 
common  the  ability  to  induce  leukemias  in 
rodents,  these  viruses  are  in  some  measure 
species  restricted  and  their  relationship  to 
man  is  as  yet  unknown.  By  far,  greatest  re- 
search emphasis  in  viral  oncology  has  been 
directed  to  the  malignant  lymphomas  with 
particular  attention  to  the  acute  leukemias 
where  it  is  well  established  that  leukemia  in 
both  domestic  chickens  and  mice  is  caused 
by  viruses.  Extensive  investigations  of  the 
disease  in  both  species  have  established  that 
virus  is  present  and  can  be  demonstrated 
by  both  animal  tests  and  electron  micros- 
copy not  only  during  clinical  disease,  but 
also  prior  to  the  onset  of  clinical  symptoms. 
Vhrus  particles  can  be  seen  with  the  electron 
microscope  in  leukemic  cells  in  the  spleen. 


lymph  nodes,  bone  marrow  and  other  affected 
organs.  What  is  more  important,  leukemia 
virus  is  produced  in  much  larger  amounts  by 
certain  other  cells  of  the  body  which,  al- 
though they  “manufacture”  large  quantities 
of  virus,  do  not  themselves  undergo  cancerous 
transformation.  The  cells  which  manufacture 
virus  but  show  no  ill  effects  of  it  are  among 
those  that  normally  produce  large  quantities 
of  proteins,  such  as  the  acinar  cells  of  the 
pancreas,  megakaryocytes  of  the  spleen  and 

bone  marrow,  and  epithelial  cells  of  the  mam- 
mary glands.  It  therefore  appears  that  leu- 
kemia viruses  may  parasitize  the  intracellular 
protein  producing  mechanisms  of  cells. 

Dalton  and  Moloney  showed  that  virus 
was  present  in  the  plasma  of  leukemic  mice, 
and  that  fractions  isolated  and  concentrated 
by  ultracentrifugation  showed  typical  virus 
particles  when  examined  by  thin  section 
electron  microscopy.  In  collaboration  with 
Porter,  Frei  and  Mitchell,  they  also  studied 
over  50  plasma  specimens  from  children  with 
acute  leukemia  and  found  particles  resem- 
bling mouse  leukemia  virus  particles  in  eight 
cases.  No  such  particles  were  seen  in  the 
plasma  of  86  normal  humans,  36  of  which 
were  young  children  of  the  same  age  as  the 
leukemic  children. 

Fink  and  Malmgren  succeeded  in  working 
out  immunofluorescence  methods  which  de- 
tect the  presence  of  an  antigen  presumably 
viral  in  leukemic  cells  induced  with  certain 
mouse  leukemia  viruses.  Application  of  the 
method  to  human  leukemia,  using  plasma 
fractions  shown  by  electron  microscopy  to 
contain  virus-like  particles  for  the  production 
of  antibodies  in  rabbits,  has  revealed  a 
fluorescent  antigen  in  leukemic  cells  in  a 
high  percentage  of  the  human  leukemia 
cases  studied.  Many  of  the  positive  cases 
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also  showed  a cross  reaction  with  specific 
antisera  against  the  Rauscher  mouse  leukemia 
virus,  indicating  that  common  antigens  are 
shared  by  the  Rauscher  virus  and  something, 
as  yet  unknown,  in  some  human  leukemia 
cells. 

There  have  been  two  successful  attempts 
to  the  propagation  of  cells  from  human 
malignant  lymphomas.  The  African  lympho- 
ma described  by  Burkitt  is  a unique  disease 
in  that  it  is  characterized  by  the  development 
of  tremendous  lesions  of  the  jaw.  The  lesion 
is  a classical  lymphosarcoma  and  cells  from 
this  neoplasm  grown  in  tissue  culture  ela- 
borate a membrane-bound  virus-like  particle. 
It  is  of  interest  that  these  tissue  culture  cells 
show  a very  strong  immunofluorescent  reac- 
tion with  the  antibody  reagent  of  Fink  and 
Malmgren  above.  A second  example  is  con- 
tained in  a report  to  the  National  Cancer 
Institute  in  which  investigators  have  suc- 
ceeded in  propagating  human  myeloid  leu- 
kemia cells  in  tissue  culture  for  many  months. 
There  are  continuing  studies  directed  to  iden- 
tifying particles  in  human  neoplasms  of  vary- 
ing anatomical  sites.  Accomplishments  to  date 
have  had  limited  success  and  certainly  no 
agents  have  been  identified  which  have  been 
propagated  in  culture  and  been  successfully 
used  to  unequivocally  induce  experimental 
neoplasms. 

More  recently,  there  have  been  reports 
from  the  United  States  and  abroad  on  the 
recovery  of  particles  from  the  lymphatic 
tissues  of  bovine  species  afflicted  with  malig- 
nant lymphoma.  The  use  of  bovine  species 
both  for  meat  and  as  a source  of  milk  has 
prompted  several  investigators  to  study  cow’s 
milk  electron  microscopically  for  the  purpose 
of  determining  the  possible  presence  of  par- 
ticles in  milk.  Several  investigators  have  iden- 


tified particles  in  the  milk  from  both  infected 
and  uninfected  cows.  The  true  significance 
of  these  particles  is  as  yet  unknown  though 
because  of  the  unequivocal  role  of  the  mouse 
mammary  agent  in  the  induction  of  mam- 
mary cancer  in  mice,  serious  concern  has 
been  expressed  over  the  possible  oncogenic 
role  of  particles  present  in  milk. 

The  identification  of  leukomogenic  viruses 
and  other  viruses  oncogenic  for  mice  was 
soon  followed  by  the  identification  of  onco- 
genic properties  in  viruses  belonging  to 
strains  which  normally  occur  in  man.  A series 
of  adenoviruses  (types  7,  12  and  18)  have 
been  proven  to  be  oncogenic  when  inoculat- 
ed under  highly  specific  conditions  in  new- 
born hamsters.  The  relevancy  of  this  hamster 
carcinogenicity  to  man  is  unknown  and  I 
would  emphasize  that  carcinogenicity  can 
be  demonstrated  only  under  highly  selected 
conditions.  Similarly  Simian  Vacuolation 
Virus  (S  V-40)  was  shown  to  be  oncogenic 
for  hamsters.  Contamination  of  certain  lots 
of  Polio  vaccine  with  S.V.  40  created  con- 
cern and  an  epidemiological  study  of  chil- 
dren receiving  contaminated  vaccine  was 
undertaken  by  Miller  and  his  associates. 

As  with  all  viruses  shown  to  be  expe- 
rimentally oncogenic,  there  are  as  yet  no 
epidemiological  data  to  indicate  a similar 
role  in  man.  Certain  “clusters”  of  leukemia 
have  been  described  and  I mention  these 
more  for  the  sake  of  completeness  than  be- 
cause of  any  conviction  that  an  unequivocal 
case  for  the  “clusters”  has  been  made.  In- 
deed, virus-like  particles  have  been  found 
in  the  plasma  of  certain  family  contacts  of 
leukemics,  but  true  “clustering”  in  the  infec- 
tious disease  sense  has  not  as  yet  been  unequi- 
vocally established.  The  accomplishments  in 
the  field  of  viral  oncology  during  the  past 
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several  years,  though  spectacular,  can  best 
be  served  by  a conservative  evaluation  of 
their  significance.  First  and  perhaps  the  most 
important  note  of  caution,  is  the  necessity 
for  distinguishing  between  a particle  under 
the  electron  microscope  and  a proven  virus. 
Particles  indeed  have  been  described  in  elec- 
tron microscopic  material  for  more  than  a 
decade.  In  a word,  the  term  particle  and 
virus  are  not  synonymous.  Second,  in  those 
instances  where  particles  are  sufficiently  well 
identified  morphologically  so  as  to  assure 
their  viral  nature,  great  caution  is  necessary 
in  interpreting  their  etiological  significance 
in  relation  to  the  neoplasms  being  studied. 
Passenger  virus,  viruses  representing  the  nor- 
mal flora  and  adventitious  viruses  picked  up 
as  inadvertent  laboratory  contaminants  re- 
quire careful  scrutiny  as  confounding  fac- 
tors. Third,  the  specificity  of  action  of  viruses 
becomes  less  tenable  when  one  recognizes 
the  growing  number  of  viruses  that  are  show- 
ing oncogenic  properties  and  further  when 
one  recognizes  that  the  ubiquity  of  cancer 
almost  certainly  would  indicate  the  role  of 
a virus,  widely  distributed  in  nature,  if 
indeed  viruses  are  concerned  with  human 
malignant  neoplasms. 

In  summary,  the  current  status  of  viral 
oncology  is  such  that  one  can  properly  and 
responsibly  speculate  that  a role  for  viral 
agents  in  the  pathogenesis  of  acute  leukemia 
appears  likely.  Further,  the  viruses  involved 
probably  represent  several  different  strains 
and  finally  the  viruses  themselves  are  per- 
haps incapable  of  being  responsible  for  total 
pathogenesis,  but  rather  require  the  actions 
of  other  environmental  factors.  Several  such 
instances  have  been  demonstrated  in  labora- 
tory models.  Kaplan  and  Leiberman  have 
shown  that  a radiation  induced  lymphatic 


leukemia  in  C57  Black  mice  can  be  trans- 
mitted by  cell-free  filtrates.  Upton  and  Wall 
have  shown  that  a radiation  induced  granu- 
locytic leukemia  in  RF  mice  can  be  trans- 
mitted by  cell-free  filtrates.  Kotin  and  Wise- 
ley  have  shown  that  myxoviruses  in  combina- 
tion with  aerosols  can  produce  epidennoid 
cancer  of  the  lung  in  C57  Black  mice  when 
neither  alone  have  this  capability. 

Genetic  Factors 

A recent  and  exciting  development  in  the 
study  of  genetic  factors  has  been  the  recog- 
nition that  certain  congenital  malformations 
are  associated  with  an  increased  incidence  of 
specific  malignant  neoplasms.  Mongolism  has 
been  associated  with  leukemia,  and  the  triad 
of  mongolism,  leukemia  and  miscarriage  tend 
to  aggregate  with  one  another  in  sibships.  Of 
equal  interest  is  the  documentation  that  all 
three  increase  in  frequency  with  advancing 
maternal  age.  An  explanation  for  this  phe- 
nomenon at  the  chromosomal  level  has  been 
suggested  by  several  authors  as  reviewed  by 
Miller  (1963). 

Miller  and  his  associates  also  identified 
an  interrelationship  between  Wilms’  turtior 
and  several  congenital  malformations.  The 
significance  of  these  associations  is  under  in- 
vestigation. MacMahon  and  Levy  in  a study 
of  monozygous  and  dizygous  twins  reported 
that  if  one  identical  twin  developed  leu- 
kemia the  co-twin  had  one  chance  in  five 
of  developing  the  disease,  usually  within  a 
few  months.  No  enhancement  of  risk  was 
observed  for  dizygous  twins. 

In  summary,  the  implications  of  em- 
bryological  and  fetal  development  in  the 
etiology  of  cancer  of  children  relates  not 
only  to  leukemia  as  was  first  assumed 
when  the  mongolism-leukemia  relationship 
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^vas  established,  but  perhaps  to  cancers  of 
all  visceral  sites.  The  peaking  of  acute  leu- 
kemia at  four-years  of  age  strongly  suggests 
a fetal  influence  and  the  association  of 
Wilms’  tumors  with  other  congenital  defects 
should  serve  as  a guide  for  more  extensive 
studies  in  this  particular  area. 

Demographic  Factors 

A series  of  observations  having  significant 
implications  in  our  understanding  of  the  cau- 
sation of  cancer  have  been  those  made  inci- 
dental to  studying  the  incidence  of  cancer  in 
large  population  groups  in  their  country  of 
origin  and  in  countries  to  which  a significant 
percentage  have  immigrated.  It  has  been 
shown  that  for  cancers  of  different  sites, 
migratory  populations  may  either  carry  the 
risks  with  them  or  may  adopt  the  risk  to 
the  country  to  which  they  immigrate.  The 
implications  in  this  observation  are  great 
particularly  since  they  suggest  that  recent 
events  can  affect  the  pattern  of  cancer  in- 
cidence. 

Host  Factors 

Of  the  various  endogenous  factors  po- 
tentially affecting  the  response  to  environ- 
metal  carcinogens,  those  relating  to  meta- 
bolism and  the  immunologic  response  ap- 
pear most  pertinent. 

Metabolic  Studies 

A recent  significant  advance  in  our  un- 
derstanding of  the  action  of  carninogens  has 
been  the  identification  of  the  so-called  pro- 
carcinogens. This  refers  to  compounds  which 
indeed  produce  cancer  in  experimental 
species  and  in  man,  but  require  metabolic 
transformation  in  the  host. 


For  certain  carcinogenic  agents  (aroma- 
tic amines  and  azo  dyes)  the  parent  com- 
¡)ound  as  it  exists  in  the  environment  is  not 
carcinogenic  but  rather  an  in  vivo  formed 
metabolite  appears  to  be  the  transforming 
factor.  In  contrast,  for  others  (PAH)  the 
parent  compound  appears  to  be  the  active 
one.  This  has  contributed  to  our  understand- 
ing of  species  differences  in  response  to  car- 
cinogens and  hopefully  will  help  to  an  un- 
derstanding of  differences  in  susceptibility 
among  humans.  Antecedent  or  concurrent 
disease  at  sites  of  metabolism  of  carcinogens 
significantly  effect  the  response  to  carcino- 
gens. Further,  metabolic  studies,  particularly 
those  concerned  with  induced  enzymes  may 
explain  the  exquisite  sensitivity  of  the  new- 
born to  viral  and  chemical  carcinogens. 

Immunologic  Studies 

Studies  using  both  chemical  carcinogens 
and  oncogenic  viruses  have  both  demonstrat- 
ed the  production  of  tumor  antigens.  The 
evidence  that  these  are  tumor  specific  an- 
tigens appears  more  certain  in  the  case  of 
tumors  produced  by  viruses  than  by  chemic- 
als. Nevertheless,  the  implications  of  these 
observations  for  modification  or  protection 
of  the  host  at  some  time  in  the  future  merits 
consideration. 

I can  best  conclude  by  reiterating  my 
opening  comment  emphasizing  the  action  of 
multiple  factors  in  the  causation  of  cancer 
in  man.  It  is  imperative  to  state  that  should 
viruses  be  proven  to  be  of  etiologic  signi- 
ficance to  man,  this  would  in  no  way  negate 
or  even  minimize  the  significance  of  chemical 
and  physical  agents  in  carcinogenesis.  Just 
as  no  one  assumes  the  disappearance  of  a viral 
agent  coincidental  with  the  decreasing  inci- 
dence of  gastric  cancer,  certainly  no  one 
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equates  the  increasing  incidence  of  lung  can- 
cer with  the  appearance  of  a new  viral  agent 
responsible  with  the  period  of  rise.  Rather, 
the  possibility  of  chemical  and  physical  envi- 
ronmental carcinogens  having  their  efect  me- 
diated through  either  ambient  viruses  or 
denovo  formed  viral  agents  must  be  consider- 
ed. The  studies  of  the  past  several  decades 
which  have  identified  carcinogenic  agents 
and  more  recent  studies  identifying  oncoge- 
nic viruses  provide  a base  for  combination 
studies  in  the  laboratory  and  epidemiological 
studies  in  the  field. 

Experimental  design  in  the  laboratory, 
and  clinical  and  epidemiological  studies  in 
man  should  permit  maximum  possible  quan- 


titation of  the  relative  contribution  of  each 
agent.  The  following  are  examples  of  the 
questions  that  need  be  asked : 

( 1 ) Do  chemical  agents  mediate  their 
carcinogenic  effect  through  the  action 
of  viral  agents? 

(2)  Can  the  premature  aging  effect  of 
low  level  radiation  be  utilized  as  a 
model  for  determining  the  role  of 
senescence  in  susceptibility  to  the  ac- 
tion of  carcinogenic  agents? 

(3)  Do  each  of  these  agents  possess  a 
threshold  for  response  and  can  this 
be  modified  by  the  simultaneous  ex- 
posure to  subthreshold  amounts  of 
several  environmental  stimuli? 


PSYCIiOMOTOR  EPILEPSY: 

WHAT  IT  IS  AND 
WHAT  IT  ISN’T 


A year  ago  the  President  of  the  United 
States  was  assassinated.  Within  days  the  lead- 
ing suspect  of  the  crime  was  himself  mur- 
dered in  the  television  view  of  millions.  Dur- 
ing the  ensuing  trial  the  question  of  epileptic 
disturbances  and  abnormal  brain  waves  was 
introduced  by  the  defense. 

As  an  aftermath  of  the  Jack  Ruby  trial, 
much  attention  has  been  directed  at  epilepsy, 
especially  psychomotor  epilepsy.  Indeed,  if 
one  correctly  senses  the  temper  of  the  times, 
the  impression  was  widely  diffused  that  epi- 
lepsy is  a convenient  deus  ex  machina  to  be 
invoked  when  the  two  following  conditions 
are  met,  first,  that  the  defendant  is  caught 
in  the  act  (red-handed,  “con  la  mano  en  la 
masa”)  and,  second,  that  he  is  lucky  enough 
to  have  an  abnormal  electroencephalographic 
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pattern.  From  personal  observations  one  is 
also  inclined  to  believe  that  some  physicians 
use  psychomotor  epilepsy  as  a cover-all  for 
diagnosing  episodes  of  behavior  that  they  can 
not  readily  explain,  especially  episodes  that 
in  this  writer’s  opinion  should  better  be 
diagnosed  as  hysterical  or  schizophrenic  or 
psychopathic  manifestations. 

A serious  epileptologist  is  naturally  dis- 
turbed to  see  his  specialty  prostituted.  With 
all  credit  to  the  ingenuity  of  the  defense  in 
the  Ruby  trial,  such  handling  of  the  epilepsy 
problem  outrages  those  physicians  working 
in  the  field.  Moreover,  not  surprisingly  the 
epileptics  themselves  through  their  societies 
have  begun  to  make  their  voice  heard  in 
discreet  protest.  It  is  therefore  fitting  to  re- 
view briefly  the  relationship  between  con- 
vulsive disorders,  or  epilepsy  in  general,  and 
disturbances  in  consciousness. 
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Epilepsy  is  a paroxymal  disorder  charac- 
terized by  episodic  disturbances  in  the  flow 
of  consciousness ; the  latter  are  associated  with 
abnormal  electrical  discharges  in  the  brain 
which  are  apparent  in  the  electroencephalo- 
gram. Clinically  the  main  types  consist  of(l) 
motor  seizures  either  localized,  spreading  or 
generalized; (2)  petit  mal  seizures  which  are 
characterized  by  a brief  interruption  in  the 
subject’s  activity  or  stream  of  consciousness 
without  the  typical  motor  convulsion;  and (3) 
psychomotor  seizures  or  attacks  of  automa- 
tism which  consist  of  repetitive  movements 
such  as  smacking  of  the  lips,  clamping  of  the 
jaw  and  the  like.  Sometimes  the  automatisms 
of  psychomotor  seizures  involve  more  com- 
plicated acts  like  walking  or  driving  a car. 

In  addition  to  the  three  clinical  types  of 
epilepsy  mentioned,  motor  seizures,  petit  mal 
and  psychomotor,  epileptics  are  sometimes 
subject  to  psychotic  states  for  days  or  weeks. 
Of  these  Schwab^^'  says:  “This  form  of  in- 
sanity may  be  like  schizophrenia  or  mania,  or 
a paranoid  delusional  picture,  or  it  may  be 
a delirium  with  much  confusion.  It  invariably 
requires  commitment  to  a mental  hospital.  It 
I is  usually  of  short  duration,  weeks  to  months, 

I and  may  end  abruptly  with  the  return  of  the 
I seizures.  The  two  may  exist  together  for  a 
short  time.”  We  ourselves  have  seen  many 
such  episodes  in  epileptics  under  our  care. 

Having  thus  defined  in  outline  the  main 
categories  of  epileptic  phenomena,  let  us  look 
I at  these  more  closely  to  consider  which  of 
I these  might  produce  disturbed  behavior  that 
I could  conceivably  be  mistaken  for  medically 
I normal,  if  criminal,  activity. 

.\s  for  the  epileptic  psychosis,  we  have 
already  cited  Schwab’s  dictum  that  such  a 
state  “invariably  requires  commitment.” 
Strauss*^)  agrees  that  the  epileptic  psychoses 


resemble  the  affective  and  schizophrenic  psy- 
choses, from  which  they  must  be,  differentiat- 
ed. It  is  apparent  that  these  writers  hardly 
believe  that  patients  during  these  episodic 
or  epileptic  psychoses  could  pass  very  far  as 
normal,  although  the  etiological  factor  in- 
volved in  their  condition  might  be  overlook- 
ed or  mistaken.  This  accords  with  our  ob- 
servations of  the  serious  and  obvious  distur- 
bances in  behavior  displayed  by  these  patients 
so  that  they  do  indeed  require  hospitaliza- 
tion. 

.\s  for  the  psychomotor  seizures  them- 
selves, these  usually  consist  of  automatisms. 
Of  these  Merritt^^^  writes:  “There  may  twist- 
ing or  writhing  movements  of  the  extremities 
or  trunk,  smacking  movements  of  the  lips,  in- 
coherent speech,  the  involuntary  perfonnance 
of  apparently  purposeful  activities,  or  resis- 
tance to  any  attempt  to  aid  them  during  the 
attack.”  Again  we  see  the  possibility  that 
those  observing  the  patient’s  conduct  should 
overlook  that  the  patient  is  in  the  grip  of 
an  abnormal  condition  is  negligible.  The  ob- 
server might  not  know  the  nature  of  the  di- 
sorder from  which  the  patient  suffered  and 
might  not  understand  what  was  going  on  in 
the  patient,  but  the  observer  would  certainly 
know  that  the  patient  was  ill  and  was  not 
functioning  normally.  In  some  cases  the  pa- 
tient may  walk  or  drive  a car  automatically. 
He  may  pull  off  his  clothing.  He  may  carry 
out  the  same  act  in  each  attack  or  there  may 
be  variation.  However,  it  will  generally  be 
easy  enough  to  note  the  ill-adajjted,  ina|jpro- 
priate  character  of  the  behavior  involved.  It 
will  likewise  be  aj)parent  that  this  conduct 
is  unplanned  and  pointless. 

Merritt  goes  on  to  state  tliat:  “Prolonged 
periods  of  mental  cloudiness  or  automatic 
behavior  with  com])letc  amnesia  for  the  entire 
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period  are  also  described  under  the  term  of 
psychomotor  epilepsy  or  psychic  equivalent 
attacks.  These  seizures,  or  rather  periods  of 
abnonnal  behavior,  are  poorly  understood. 
'I'hey  are  extremely  rare,”  he  cautions,  “but 
are  of  considerable  medico-legal  importance 
since  patients  may  commit  some  misdemeanor 
or  serious  crime  while  they  are  in  such  at- 
tacks.” 

Yes,  they  are  of  much  importance  for  the 
epileptic  may  kill  some  one  during  his  state 
of  impaired  consciousness.  But  the  same  im- 
painnent  of  consciousness  that  permits  him 
to  deal  a sudden  violent  possibly  fatal  blow 
makes  it  impossible  for  him  to  plan  a crime. 
And  the  more  a crime  bears  the  appear- 
ance of  planning,  the  more  skeptical  we 
must  be  as  to  its  having  resulted  from  an 
epileptic  disturbance.  As  epilepsy  paralyzes 
judgment,  it  also  makes  planning  impossible. 

It  is  one  thing  when  a subject  kills  a 
stranger  w'hom  he  happens  to  encounter 
with  an  improvised  weapon  which  he  picks 
up  on  the  spot.  It  is  quite  another  thing  when 
the  subject  kills  a notorious  personality  with 
a revolver  \vhich  the  subject  has  brought 
with  him  to  the  place  where  the  victim  is 
known  to  be.  Ejjileptic  crimes  are  pointless; 
motivation  argues  against  epilepsy  in  the 
commission  of  a crime. 

Equally  unplanned  and  unpurposeful  is 
that  activity  which  occurs  in  the  twilight  or 
confusional  state  of  an  epileptic  after  a major 
convulsive  seizure.  It  is  true  that  many  epi- 
leptics sleep  after  an  attack,  but  not  all  of 
them  do.  Some  become  agitated  and  violent. 

The  induced  seizures  that  occur  with  elec- 
tric shock  treatment  display  the  same  pat- 
terning that  occurs  in  spontaneous  grand  mal 
seizures.  The  prodromes  are  absent,  and  pre- 
sumably there  is  no  aura.  The  tonic  and 


clonic  })hases  begin  almost  immediately.  The 
motor  behavior  is  virtually  identical  and 
the  complications,  including  fractures,  are 
the  same.  In  both  instances,  spontaneous  and 
induced  seizures,  inexplicable  death  follows 
on  rare  occasions.  In  both  the  convulsion  is 
followed  by  mental  confusion  and  sleep. 

The  difference  between  spontaneous  and 
induced  seizures  is  that  in  the  case  of  the  lat- 
ter, the  cause  of  the  convulsion  is  an  ex- 
ternally applied  electric  current,  instead  of 
whatever  occasions  the  naturally  occurring 
seizure.  Once  the  process  is  initiated,  howev- 
er, the  pattern  is  the  same.  Since  many  more 
of  the  therapeutically  induced  seizures  have 
been  observed  by  the  writer  than  naturally 
occurring  attacks,  a few  examples  from  his 
experience  may  be  cited. 

Because  depression  is  a prime  indication 
for  electric  shock  treatment,  many  of  the 
patients  observed  undergoing  therapeutic 
convulsions  have  been  depressed  and  agi- 
tated. After  the  convulsive  seizure,  before 
they  return  to  full  consciousness,  these  pa- 
tients apparently  experience  fear  and  agita- 
tion which  they  had  before  the  treatment. 
This  is  especially  so  in  the  early  part  of  the 
series  of  ti'eatments,  when  the  symptoms  are 
most  acute.  .\s  treatment  becomes  effective, 
and  their  symptoms  between  treatments  less 
intense,  the  patients  become  quieter  in  the 
post-ictal  period  and  drop  off  to  sleep  more 
readily. 

It  is,  indeed,  the  immediate  post-convul- 
sive phase  of  treatment  that  presents  the 
worst  problem  to  the  doctor  who  administers 
the  treatment.  The  period  of  regaining  con- 
sciounsness  on  the  part  of  the  patient  can 
constitute  a very  harrowing  experience  for 
the  psychiatrist  who  does  not  forget  it  for  a 
long  time,  especially  if  the  patient  has  not 
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been  preniedicated.  For  in  this  phase  the 
patient  is  confused,  frightened,  agitated  and 
quite  beyond  the  reach  of  reason.  He  is  often 
violent  and  combative. 

Sometimes  the  patient’s  conduct  during 
this  phase  of  confusion  is  merely  stereotyped 
and  repetitive.  I recall  a business  man  who 
would  on  each  occasion  pick  up  some  office 
records  and  leaf  through  them  over  and 
over.  Another  patient  w'alked  up  and  down 
in  an  attempt  to  leave  the  room;  he  strug- 
gled to  escape  and  Hid  on  one  occasion  final- 
ly get  out  the  door.  This  was  embarrassing 
because  he  looked  and  behaved  like  a wild 
man;  he  did  not  know  what  he  was  doing 
and  could  not  have  replied  if  questioned. 

Some  patients  physically  attack  those 
around  them.  I recall  a teacher  of  physical 
education  who  skillfully  pushed  off  from  the 
treatment  table  and  tackled  me  below  the 
center  of  gravity.  One  paranoid  schizophre- 
nic woman,  small  in  stature,  made  up  for 
her  diminutive  build  by  scratching  and  claw- 
ing savagely;  she  behaved  like  a wild  cat  but 
if  I recall  correctly  fortunately  had  no  teeth. 
When  conscious,  this  woman  was  subject  to 
terrible  waking  nightmares;  in  her-ictal  state 
she  was  indeed  murderous  but  in  an  extremely 
primitive  way. 

'J'he  point  I wish  to  make  is  not  that 
jjost-convulsive  patients  may  be  very  aggres- 
si\e,  even  lethally  so,  although  that  is  true 
enough.  What  I wish  to  emphasize  is  that 
they  are  confused  and  out  of  contact.  As 
soon  as  one  can  break  through  to  any  of 
these  (jatients,  and  exchange  a comprehend- 
ing \sorld  or  two,  the  violence  abates. 

'I'hat  the  aggressiveness  is  modulated  as 
soon  as  the  ])atient  is  mentally  clear  enough 
to  answer  is  emphasized  in  my  own  mind  by 
the  vividness  with  which  I recall  a single 


the  paranoid  conditions  which  may  have 
exacerbations  and  remissions.  The  bomb-set- 
ter who  flourished  recently  in  New  York  City 
was  a paranoid  case,  capable  of  planning  and 
e.xecuting  his  explosions  until  his  handwriting 
gave  him  away.  In  such  psychotics,  the  higher 
exception  to  this  rule.  Ihis  exception  was 
an  extremely  intelligent  post-graduate  stu- 
dent, especially  endowed  with  verbal  ability. 
He  \vas  depressed,  suspicious  and  hostile  be- 
fore treatment.  After  each  electric  shock 
convulsion  he  became  aggressive  and  violent. 
To  make  it  worse,  he  w’as  young,  strong  and 
physically  w'ell  developed.  On  one  occasion, 
after  a treatment,  as  he  thrashed  about  hitting 
at  us,  he  managed  to  land  a blow  on  the 
male  assistant.  Half  humorously  I chided  the 
patient,  “See  here,  you’ve  just  struck  Mr. 
M.’’  With  barely  a pause  the  patient  replied, 
“Cood!”  and  went  back  to  his  assaultive  ef- 
forts. 

But  this,  as  I have  said,  is  the  only  case 
which  constitutes  an  exception  to  the  rule 
that  by  the  time  responsive  speech  returns, 
responsibility  has  likewise  returned,  at  least 
in  some  measure.  I attribute  this  exception 
to  the  extraordinary  development  of  the 
cortical  faculties  of  this  really  brilliant  pa- 
tient, so  that  he  recovered  speech  before  he 
could  truly  appreciate  the  circumstances. 

I wish  to  recapitulate  that  a patient  in 
the  post-ictal  phase  after  a generalized  con- 
vulsive seizure  is  out  of  contact  with  his  en- 
vironment. He  is  incapable  of  understanding 
what  is  said  to  him.  He  can  not  reply 
meaningfully.  He  can  not  plan.  Above  all, 
he  is  unable  to  pass  for  normal  under  any 
circumstances. 

'I’here  are,  indeed,  pathological  states  of 
mind  that  permit  the  planning  and  carrying 
out  of  a crime.  In  particular,  there  are 
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levels  c)t  the  mind  are  at  the  disposition  ot  the 
j)atient  — at  the  disposition  of  his  psychosis, 
if  one  likes  — so  that  lie  can  plan  intelligently 
although  in  accordance  with  his  deranged 
motivation.  This  capacity  for  careful  planning 
is  not,  however,  at  the  disposition  of  the 
epileptic  during  his  clouded  state.  Epilepsy 
paralyzes  the  rational  processes;  paranoid  psy- 
choses make  use  of  them. 

It  is  generally  comparatively  easy  to  deter- 
mine whether  a crime  has  a point,  an  object- 
ive, a motive  even  if  pathological,  as  did  the 
crimes  of  the  subway  bomber.  The  presence 
of  an  objective,  an  aim,  points  to  a non-epi- 
leptic origin. 

There  are  also  such  phenomena  as  fugue 
states,  brief  flights  that  the  subject  may  not 
be  able  to  explain.  Mira^^*,  concerned  with 
the  differentiation  of  these  in  conditions  of 
war,  puts  forward  a diagnostic  schema  in 
ivhich  he,  also,  points  out  the  correspondence 
between  the  epileptic  twilight  state  and  the 
"lack  of  planning  and  adaptation.  The  sub- 
ject is  delirious,  confused,  or  in  a twilight 
state,  sometimes  unable  to  speak.  He  behaves 
as  an  automaton.” 

.\  word  about  electroencephalography. 
This  procedure  is  of  great  value  in  confirming 
the  presence  of  an  epileptic  disorder.  Except 


in  the  case  of  petit  mal,  however  it  is  not 
specific.  Normal  subjects  show  a wide  range 
of  electroencepholographic  tracings,  the  sign- 
ignificance  of  abnormality  in  the  electro- 
encejihalographic  pattern  is  not  always  ap- 
parent. I'he  electroencephalogram  is  useful  in 
conjunction  with,  not  instead  of,  the  clinical 
data.  Its  use  in  any  case  does  not  lend  itself 
to  brief  summarisation. 

Summary 

Ejhleptic  phenomena,  including  psycho- 
motor epilepsy,  may  be  invoked  to  explain 
l)ointless,  unmotivated  activity.  They  should 
not  be  used  to  explain  planned  and  carefully 
executed  activity  of  a criminal  nature. 
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Chronic  Medical  Therapy  for  Pheochro- 
mocytoma,  (Tratamiento  Médico  Prolongado 
para  Feocrornocitoma).  Karl  Engelman,  MD  and 
Albert  Sjoerdsma  MD,  Annals  of  Internal 
Medicine  61,  229,  1964. 

Cuatro  pacientes  con  Feocromocitoma  han 
sido  tratados  eficazmente  con  fenoxibenzami- 
na  oral,  en  base  crónica.  Un  paciente  con  car- 
diomiopatía  debido  a las  catecolaminas  y con 
xantinuria  fueron  tratados  por  más  de  seis 
meses  en  preparación  para  cirugía  curativa  y 
los  otros  tres  casos  — ■ dos  de  los  cuales  eran 
malignos,  han  sido  tratados  por  más  de  un 
año.  Los  efectos  de  la  terapia  fueron  mani- 
festados por  el  control  de  la  fisiología  y las  al- 
teraciones metabólicas  causadas  por  el  au- 
mento en  la  producción  de  las  catecolaminas. 

Ismael  Rodríguez  Santiago,  M.D. 

The  Gastrointestinal  Lesion  and  Compli- 
cations of  the  Leukemias,  (Las  lesiones 
gastrointestinales  y complicaciones  en  las  leucerrdas). 
Prolla,  J.  C.  and  Kirsner,  Joseph  B.,  Annals  of 
Internal  Medicine  61,  1084,  1964. 

La  ini|)ortancia  de  las  complicaciones  aso- 
ciadas al  tracto  gastrointestinal  en  los  casos 
de  leucemia  de  todos  los  tipos  ha  sido  enfa- 
tizada en  varias  ocasiones  como  causa  directa 
o im])ortante  en  la  muerte  de  un  gran  núme- 
ro de  estos  pacientes. 


Estudiando  la  presencia  y naturaleza  de 
las  lesiones  gastrointestinales  se  revisaron  148 
casos  de  leucemia  en  los  hospitales  de  la  Uni- 
versidad de  Chicago  comprendiendo  los  años 
entre  1957  y 1962.  De  éstos  hubo  105  casos 
de  leucemia  aguda  de  todos  los  tipos  y 35  ca- 
sos de  leucemia  crónica,  linfocítica  y mielo- 
cítica. 

Se  demostraron  4 tipos  fundamentales  de 
lesiones  patológicas:  lesiones  hemorrágicas, 
infiltración  leucémica,  úlceras  agranulocíticas 
y lesiones  fungosas.  Frecuentemente  se  encon- 
traron lesiones  mixtas  combinando  dos  o más 
de  las  anteriores. 

Lesiones  hemorrágicas  ocurrieron  en  18% 
de  los  casos,  ocasionando  la  muerte  a 8 pa- 
cientes. Estas  lesiones  están  asociadas  a ne- 
crosis de  la  mucosa  gastrointestinal  envolvien- 
do cualquier  porción  del  tracto  digestivo.  Go- 
mo factores  contribuyentes  a su  etioligía  se 
considera  la  trombocitopenia,  baja  resistencia 
de  los  tejidos,  insuficiencia  vascular  y el  uso 
terapéutico  de  los  antimetabolitos. 

La  frecuencia  de  infiltrados  leucémicos  fue 
de  25%.  Las  lesiones  variaron  desde  infiltra- 
ciones microscópicas  hasta  masas  tumorales. 

Ulceras  agranulocíticas  y abscesos  son  el 
resultado  de  invasión  bacteriana  a la  pared 
intestinal.  Estas  lesiones  envuelven  toda  la 
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pared  produciendo  perforaciones  con  la  con- 
secuente peritonitis.  Se  observaron  dos  casos 
de  abscesos  hepáticos  perforados. 

Infecciones  fungosas  ocurrieron  en 
de  los  casos.  Candida  albicans  fue  el  organis- 
mo predominante.  El  esófago  fue  afectado 
más  frecuentemente  y ocurrieron  3 casos  de 
moniliasis  diseminada. 

Las  complicaciones  quirúrgicas  fueron  va- 
riadas y severas.  Perforación  de  abscesos  y úl- 
ceras, hemoragias  masivas  y apendicitis  gan- 
grenosa fueron  las  complicaciones  mas  fre- 
cuentes. 

Este  estudio  demuestra  la  alta  incidencia 
de  estas  complicaciones  en  los  pacientes  de 
cualquier  tipo  de  leucemia.  Se  enfatiza  la 
frecuencia  de  complicaciones  quirúrgicas  y el 
problema  de  la  suceptibilidad  a infecciones 
con  organismos  Gram  negativo  produciendo 
a veces  shock  bacterémico  y/o  endotóxico. 

Luis  Angel  Vega,  M.D. 

The  Exocrine  Pancreas  in  Diabetes 
Mellitus,  {La  Función  Exocrina  del  Pancreas 
en  la  Diabetes  Mellitus).  Joseph  B.  Vacca  AID, 
P'ACP  Wilbert  J.  Henke  AID  and  William  A. 
Knight  AID,  P'ACP.,  Annals  oj  Internal  Aledicine 
ñl,  242,  1964. 

.\normalidades  en  la  función  exocrina  del 
páncreas  fueron  encontradas  en  un  estudio  de 
55  pacientes  diabéticos.  La  diastasa  sanguinea 
fue  encontrada  elevada  en  unos  y baja  en 
otros;  el  significado  de  estos  resultados  fue 
aún  de  mayor  importancia  al  encontrarse 
una  prueba  de  secretina  anormal  en  78%  de 
estos  pacientes. 

La  presencia  de  diabetes  en  pacientes  que 
no  tienen  historial  familiar  de  diabetes  y que 
no  son  obesos  debe  motivar  al  médico  a es- 
tudiar la  función  exocrina  del  páncreas. 

Ismael  Rodríguez  Santiago,  M.D. 


Lupoid  Hepatitis,  (Hepatitis  Lupoidea).  Ed- 
mondson, H.  A.;  Peters,  R.  L.  and  Redeker,  . 
.1  Annal  Internal  Aledicine  61,  650,  1964. 

Desde  1956  se  conoce  un  síndrome  clínico 
que  se  caracteriza  por  enfermedad  crónica  del 
hígado  en  mujeres  jóvenes  con  cirrosis  nodu- 
lar, episodios  de  artralgias,  hipergammaglo- 
bulinemia  marcada  y preparaciones  (Lupus 
Eritematoso)  positivas.  Poco  después  de  re- 
portarse estos  casos  se  acuñó  el  nombre  de  | 
íle]jatitis  Lupoidea  (Lupus  Hepatitis)  para 
designar  aquellos  casos  que  presentaban  evi- 
dencia de  enfermedad  hepática  y una  pre- 
paración LE  positiva. 

En  su  trabajo,  los  autores  presentan  13 
casos  de  pacientes  con  este  cuadro  clínico  y 
describen  su  evolución  natural  al  igual  que 
los  resultados  de  biopsias  hepática  seriadas, 
pruebas  de  laboratorio  y la  relación,  si  es  que 
existe  alguna,  entre  esta  rara  enfermedad  y 
Lupus  Eritematoso. 

De  los  13  casos,  12  eran  mujeres  y 1 hom- 
bre. Las  edades  fluctuaban  entre  17  a 76 
años.  Todos  ellos  tuvieron  una  preparación 
LE  positiva  por  lo  menos  una  vez.  Siete  se 
quejaban  de  artralgias  pero  sólo  en  tres  de 
ellos  era  evidente  la  artritis.  Del  cuadro  clíni- 
co lo  que  más  llamaba  la  atención  era  los 
episodios  repetidos  de  ictericia  intermitente, 
hígado  palpable,  desórdenes  de  la  menstrua- 
ción y poca  sintomatología  sistemática.  Del 
laboratorio,  lo  más  característico  era  una  pre- 
paración LE  positiva,  en  ausencia  de  eviden- 
cia clínica  de  dicha  enfermedad,  una  alza 
asombrosa  de  las  transaminasas  (SGOT  and 
SGPT)  y moderada  hipergammaglobuline- 
mia.  El  resto  de  las  pruebas  de  función  he- 
pática era  anormal  en  un  mayor  o menor 
grado  pero  siempre  sugiriendo  enfermedad. 
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Las  biopsias  hepáticas  seriadas  demostra- 
ron un  proceso  destructivo,  nunca  masivo  pe- 
ro progresivo  e indolente  que  resultaba  even- 
tualmente en  destrucción  lobular  con  regene- 
ración en  nódulos.  Según  los  autores  se  pue- 
de diferenciar  el  cuadro  histológico  de  esta 
enfermedad  de  la  hepatitis  viral  corriente. 

El  tratamiento  con  esteroides  en  esta 
condición  parece  suprimir  la  necrosis  hepáti- 
ca pero  a lo  largo  no  evita  que  se  desarrolle 
una  cirrosis. 

Terminan  los  autores  diciendo  que  en  es- 
tos casos  no  hay  evidencia  de  que  los  pacien- 
tes sufran  de  Lupus  Eritematoso  aunque  la 
preparación  L.  E.  sea  positiva.  Es  más  razo- 
nable pensar  que  un  proceso  autoinmune  ope- 
re en  estos  casos  produciendo  una  necrosis 
hepática  progresiva. 

Carlos  E.  Girod,  M.D. 

Possible  Role  of  Strain  Mycoplasma  in 
Nongonococcal  Urethritis,  Uretritis  no  gono- 
coccica  causada  por  micoplasma.  (¿La  sexta 
enfermedad  venerea?  M.  Shepard;  C.  Alexander; 
C.  Lunceford  and  P.  Campbell.  JAMA  188. 

La  uretritis  no  gonococcicas  se  clasifican 
en  las  siguientes  categorías:  1 — Uretritis  bac- 
terianas causadas  por  diferentes  formas  de 
bacterias  comunes.  2 — Uretritis  causadas  por 
organismos  flagelados  (tricomonas)  3 — Ure- 
tritis estériles  donde  no  se  puede  cultivar  or- 
ganismo alguno. 

Los  autores  presentan  203  casos  de  ure- 
tritis aguda  tratadas  en  la  Base  Naval  de 
Luzón,  Islas  Filipinas  donde  64  hombres  pre- 
sentaban uretritis  no  gonococcicas.  En  33  de 
estos  pacientes  el  único  organismo  aislado 
fue  un  microplasma  del  grupo  de  las  pleu- 
ropnumonias  caracterizado  por  la  formación 
de  colonias  sumamente  pequeñas. 


Este  mismo  organismo  fue  encontrado  en 
un  alto  por  ciento  de  casos  de  uretritis  agu- 
da estudiadas  en  Camp  Lejune,  North  Caro- 
lina y Vancouver,  British  Colombia. 

Los  autores  presentan  la  idea  de  que 
estos  casos  representan  otra  enfermedad 
venérea,  similar  a la  gonorrea  pero  con  etio- 
logía diferente. 

Roberto  F.  Fortuno,  M.  D. 

High  Dosage  Excretory  Urography,  (Uro- 
grafia  excretoria,  uso  de  dosis  altas.  C.  Ross; 
W.  Wilson;  V.  Robards  and  I.  Thompson. 
Journal  of  Urology  — Vol.  92  — No.  6 — 
Dec.  1964. 

Los  medios  de  contraste  iodados  son 
separados  del  plasma  sanguíneo  por  filtra- 
ción glomerular.  Es  de  esperar  que  un  au- 
mento en  los  niveles  sanguíneos  de  estas 
substancias  resulte  en  una  mejor  opacifica- 
ción del  tracto  urinario  en  la  pielografía 
intravenosa. 

Los  autores  presentan  una  serie  de  1,500 
casos  donde  se  usó  de  50  a 60cc  de  Hypaque 
en  pacientes  con  toda  clase  de  anormalida- 
des renales  obteniendo  un  aumento  nota- 
ble en  radiografías  diagnósticas  sin  tener 
un  aumento  en  las  reaciones  desagradables 
al  medio  de  contraste. 

En  casos  de  insuficiencia  renal  pudie- 
ron obtener  opacificación  con  estas  dósis 
altas  en  pacientes  con  niveles  de  creatinina 
hasta  de  5.5mg% 

Roberto  F.  Fortuno,  M.  D. 

Diagnosis  of  Sickle  — Cell  Disease  by 
Ophthalmoscopic  Inspection  of  the  Con- 
juctiva,  (Diagónstico  de  la  Drepanocitosis  por 
medio  del  examen  oftalmoscópico  de  la  conjuctiva, 
Paul  B.  Comer,  M.D.  y Herbert  L.  Fred,  M.D. 
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Houston,  Texas,  New  Eng.  Journal  Med.  271: 
544,  1964 

Los  autores  han  encontrado  una  defor- 
midad característica  de  la  circulación  de  la 
conjuntiva  en  pacientes  con  drepanocitosis 
(SS).  Esta  consiste  en  una  fragmentación 
peculiar  de  los  vasos  sanguíneos  de  la  con- 
juntiva para  formar  pequeños  vasos  en  for- 
ma de  coma  o de  tornillo.  Esta  alteración 
de  los  vasos  puede  apreciarse  mejor  exami- 
nando la  parte  inferior  de  la  conjuntiva 
ocular  cerca  del  párpado  por  medio  de  un 
oftalmoscopio  usando  el  lente  de  + 40  diop- 
trías. Los  autores  examinaron  33  pacientes 
con  drepanocitosis  (SS)  y encontraron  es- 
tos cambios  en  30  de  ellos.  De  los  tres  res- 
tantes, dos  habían  recibido  sangre  reciente- 
mente. En  trece  pacientes  con  drepanocito- 
sis se,  sin  embargo,  los  encontraron  en  sólo 
dos  y en  ninguno  de  6 pacientes  con  el 
“Trait”  (SA).  Los  autores  encuentran  este 
signo  de  utilidad  en  el  diagnóstico  clínico 
de  la  drepanocitosis.  Otros  signos  oculares 
de  la  drepanocitosis  que  se  han  descrito 
anteriormente  incluyen  tortuosidad  y dilata- 
ción de  los  vasos  en  la  retina,  hemorragias 
y exudados,  degeneración  corioretinal,  reti- 
nitis proliferante,  microaneurismas,  hemo- 
rragias en  el  vitreo  y estrías  angioides. 

Fermín  Mateo,  M.  D. 

The  Evaluation  of  Antihypertensive  Ther- 
apy, {Evaluación  de  Terapia  anlihiperlensiva) 
Smith,  W.M.;  Damato,  A.N.;  Galluzi,  N.J.; 
Garfield,  C.G.;  Hanowell,  E.G.;  Stimson,  W. 
H.;  Thorn,  R.H.;  Walsh,  J-J-;  and  Bromer, 
L.  San  Eco.,  California.  Annals  of  Internal 
Medicine  — 61:829,  1964. 

Los  autores  presentan  una  evaluación  de 
los  efectos  antihipertensivos  de  Clorotiazida 
solamente  o acompañada  con  Rawolfia  Ser- 


pentina, o Hidralazina.  El  estudio  tenía  co- 
mo base  cuatro  reglas  principales: 

1 —  Los  sujetos  se  mantuvieron  ambula- 
torios durante  todo  el  período  de  es- 
tudio 

2 —  No  hubo  restricción  de  sal  ( 

3 —  No  se  administró  ninguna  otra  medi-  I 
ciña  antihipertensiva  incluyendo  tran- 
quilizantes o barbiturates 

4 —  Los  pacientes  continuaron  en  el  pro-  I 

grama  de  tratamiento  por  lo  menos  1 
por  seis  meses.  ‘ 

Para  clasificar  los  pacientes  en  escala  i 
de  “severidad”  los  autores  prepararon  una 
tabla  de  Indice  de  Severidad  que  toma  en  i 
consideración  la  presión  arterial,  el  fondo  i 
de  ojo  y complicaciones  cardíacas,  renales  y 
cerebrales.  Todos  los  pacientes  tomaron  el 
mismo  número  de  tabletas  aparentemente  | 
idénticas.  Una  tableta  contenía  Clorotiazida, 
Clorotiazida  con  Rawolfia  o un  placebo  y 
la  otra  tableta  hidralazina  o un  placebo. 

Entre  los  381  pacientes  de  enfermedad 
moderada  o leve  no  existía  variación  en  los 
distintos  regímenes  con  relación  a la  edad, 
raza,  sexo,  duración  de  hipertención  y com-  ¡ 
plicaciones  cardiovasculares.  La  edad  pro- 
medio era  52  años  y el  promedio  de  la  Pre- 
sión Media  era  124  mm  Hg. 

Los  autores  consideran  que  las  presio- 
nes tomadas  en  el  hospital  no  son  las  pre- 
siones que  los  pacientes  sostienen  en  sus 
hogares  y por  tal  motivo  basan  su  estudio 
comparando  presiones  obtenidas  en  los  ho- 
gares por  los  mismos  pacientes. 

Los  resultados  obtenidos  demostraron 
que  cada  regimen  con  medicación  activa 
redujo  la  presión  significativamente  más  que 
el  placebo.  La  combinación  de  Clorotiazida  y 
Rawolfia  Serpentina  fue  la  más  efectiva  y 
redujo  la  presión  media  por  20  mm  HG. 
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Este  resultado  superó  a Clorotiazida  solo, 
que  causó  una  reducción  de  13  mm  Hg;  y 
superó  la  combinación  de  Clorotiazida  con 
Hidralazina  que  redujo  la  presión  media 
por  17  mm  Hg.  Al  estratificar  los  pacientes 
en  niveles  de  presión  fue  evidente  que  los 
pacientes  con  presiones  altas  leves  solo  res- 
pondían significativamente  a la  combinación 
de  Clorotiazida  con  Rawolfia  Serpentina. 
En  los  más  severos  se  encontró  que  esta 


combinación  era  también  más  efectiva  que 
los  otros  programas,  bajando  la  presión  me- 
dia en  un  promedio  de  25  mm  Hg.  En  ge- 
neral la  combinación  de  Clorotiazida  500  mg 
con  Rawolfia  Serpentina  (en  raíz  cruda) 
100  mg  dada  dos  veces  al  día  resultó  ser 
más  efectivo  en  bajar  la  presión  a menos 
de  140/90. 

Hernán  Padilla  Ramírez,  M.  D. 


SCIENTIFIC  MEETINGS 
1965 


Local 

May.  1.  American  Academy  of  Pediatrics. 
Spring  meeting  in  Americana  Hotel,  San 
Juan. 

June  3-4.  Annual  Convention  of  the  Puerto 
Rico  Dietetic  Association. 

July  25-26.  Jornadas  Nestle  de  Pediatría. 

Nov.  9-13.  Annual  meeting  of  the  Puerto  Rico 
Medical  Association. 

National 

May.  1-2.  American  Psychosomatic  Society, 
Sheraton  Hotel,  Philadelphia,  Pa.  Dr. 
Eugene  Meyer,  265  Nassau  Rd.,  Roosevelt, 
N.  Y.,  Chmn. 

May  2.  American  Federation  for  Clinical  Re- 
search. Haddon  Hall  Hotel,  Atlantic  City, 
N.  J.  Mr.  James  E.  Bryan,  2000  P St., 
N.  W.,  Washington,  D.  C.,  20036. 

May  2-5.  American  Society  for  Clinical  In- 
vestigation, Chalfonte-Haddon  Hall,  Atlan- 
tic City,  N.  J.  Dr.  Grant  W.  Diddle,  Vander. 
hilt  University  School  of  Medicine,  Nash- 
ville 5,  Tenn.,  Sec’y-Treas. 

May.  4-5.  Association  of  American  Physicians, 
Haddon  Hall  Hotel.  Atlantic  City,  N.  J.  Dr. 
Eugene  A.  Stead,  Jr.,  Duke  Hospital,  Dur- 
ham, N.  C.,  Sec’y- 

May  6-8.  American  Pediatric  Society,  Shera- 
ton Hotel,  Philadelphia,  Pa.  Charles  D. 
Cook,  333  Cedar  St.,  New  Haven,  Conn., 
Sec’y-Treas. 

May.  26.  American  Society  for  Gastrointestinal 
Endoscopy,  Queen  Elizabeth  Hotel,  Mont- 
real. Que.  Dr.  B.  H.  Sullivan,  Jr.,  2020  E. 
93rd  St.,  Cleveland,  Ohio,  Sec’y-Treas. 

May.  27-29.  American  Gastroenterological  As- 
sociation.  Queen  Elizabeth  Hotel,  Montreal, 
Que.  Dr.  David  Cayer,  2240  Cloverdale 
Ave.,  Winston-Salem.  N.  C. 


May.  31-June  2.  American  Thoracic  Society, 
Palmer  House,  Chicago,  111.  Mr.  Frank  W. 
Webster.  1790  Broadway,  New  York  19, 

N .Y. 

June  14-16.  American  Neurological  Associa- 
tion, Claridge  Hotel,  Atlantic  City,  N.  J.  Dr. 
Melvin  D.  Yahr.  710  W.  168th  St.,  New 
York  32,  N.  Y.,  Sec’y-Treas. 

June  16-19.  Society  of  Nuclear  Medicine, 
Americana  Hotel,  Bal  Harbour,  Fla.  Mr. 
Samuel  N.  Turiel,  333  N.  Michigan  Ave., 
Chicago,  111.,  Sec’y. 

June  17-18.  American  Rheumatism  Associa- 
tion, Sheraton  Hotel,  Philadelphia,  Pa.  Mr. 
Gerard  W.  Speyer,  10  Columbus  Circle, 
New  York,  N.  Y.,  Exec.  Sec’y. 

June  17-19.  Endocrine  Society,  Americana 
Hotel,  New  York,  N.  Y.  Dr.  Henry  H. 
Turner,  1200  N.  Walker  St.,  Oklahoma  City,  i 
Okla.,  Sec’y.  i 

June  17-20.  American  College  of  Angiology,  j 
Barbizon  Hotel,  New  York,  N.  Y.  Dr.  Alfred  ' 
Halpern,  50  Broadway,  New  York,  N.  Y., 
Exec.  Sec’y. 

June  17-20.  American  Therapeutic  Society, 
Essex  House,  New  York,  N.  Y.  Dr.  Oscar  B. 
Hunter,  Jr.,  915  19th  St.,  N.  W.,  Washing.  i 
ton,  D.  C.,  Exec.  Sec’y.  ' 

June  17-21.  American  College  of  Chest  Physi-  ^ 
dans.  Waldorf-Astoria  Hotel,  New  York,  [ 
N.  Y.  Mr.  Murray  Kornfeld,  112  E.  Chest-  j 
nut  St.,  Chicago  11,  111.,  Exec.  Dir.  1 

June  19.  American  Association  for  the  Study  1 
of  Headache,  New  York  Hilton  Hotel,  New 
York,  N.  Y.  Dr.  Lester  S.  Blumenthal,  5315  J 
Connecticut  Ave.,  N.  W.,  Washington,  D.  C.  É 
(20015),  Chmn.  I 

June  20-24.  American  Medical  Association,  1 

Americana  Hotel,  New  York,  N.  Y.  Dr.  F.  J.  I 
L.  Blasingame,  535  N.  Dearborn  St.,  Chi-  H 
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cago  (60610),  111.,  Exec.  Vice  Pres. 

June  20-24.  Society  for  Investigative  Derma- 
tology, New  York,  N.  Y.  Dr.  Herman  Beer- 
Man,  255  S.  17th  St.,  Philadelphia,  Pa. 
(19103),  Sec’y-Treas. 

Aug.  9-12.  National  Medical  Association, 
Netherland  and  Terrace  Hilton  Hotels,  Cin- 
cinnati, Ohio.  Dr.  John  T.  Givens,  1108 
Church  St.,  Norfolk  10,  Va.,  Exec.  Sec’y- 

Sept.  15-18.  American  Association  of  Blood 
Banks,  Americana  Hotel,  Bal  Harbour,  Fla. 
Lois  J.  James,  30  N.  Michigan  Ave.,  Chi- 
cago 2,  111. 

Sept.  28-Oct.  1.  American  Roentgen  Ray  So- 
ciety Washington-Hilton  Hotel,  Washington, 
D.  C.  Dr.  C.  Allen  Good,  Mayo  Clinic,  Ro- 
chester, Minn.,  Sec’y- 

Sept.  29-Oct.  1.  American  Association  of 

Medical  Clinics,  Shoreham  Hotel,  Washing- 
ton, D.  C.  Dr.  R.  S.  Condie,  300  Homer 
Ave.,  Palo  Alto,  Calif.,  Sec’y. 

Oct.  4-6.  Academy  of  Psychosomatic  Medi- 
cine, Sherman  Hotel,  Chicago,  111.  Mr. 
Gordon  M.  Marshall,  2737  W.  Peterson, 
Chicago  45,  111.,  Exec.  Sec’y. 

Oct.  7-9.  American  College  of  Physicians  (3rd 
Fall  Meeting),  Deauville  Hotel,  Miami 
Beach,  Fla.  Dr.  Edward  C.  Rosenow,  Jr., 
4200  Pine  St.,  Philadelphia,  Pa.  (19104), 
Exec.  Dir. 

Oct.  15-22.  College  of  American  Pathologists, 
Palmer  House,  Chicago,  111.  Dr.  Ernest  E. 
Simard,  829  Cass  St.,  Monterey,  Calif., 
Sec‘y. 

Oct.  15-23.  American  Society  of  Clinical 
Pathologists,  Palmer  House,  Chicago,  111. 
Eleanor  F.  Larson,  445  Lake  Shore  Dr., 
Chicago  11,  111.,  Exec.  Sec’y. 

Oct.  18-22.  American  Public  Health  Associa- 
tion, Chicago-Hilton  Hotel,  Chicago,  111.  Dr. 
Berwyn  F.  Mattison,  1790  Broadway,  New 

York  19,  N.  Y.,  Exec.  Dir. 

Oct.  23-28.  American  Academy  of  Pediatrics, 
Palmer  House,  Chicago,  111.  Dr.  E.  H. 
Christopherson,  1801  Hinman  Ave.,  Evans- 
ton, 111.,  Exec.  Dir. 

Oct.  24-27.  American  Clinical  and  Climato- 
logical Association,  Williamsburg  Inn,  Wil- 


liamsburg, Va.  Dr._F  .T.  Billings,  420  Medi- 
cal Arts  Bldg.,  Nashville,  Tenn.,  Sec’y-Treas. 
Oct.  24-27.  American  College  of  Gastroenterol- 
ogy, Americana  Hotel,  Bal  Harbour,  Fla. 
Mr.  Daniel  Weiss,  33  W.  60th  St.,  New 
York,  N.  Y.  (10023),  Exec.  Dir. 

Oct.  27-29.  Ameiican  Cancer  Society,  Bilt- 
more  Hotel,  New  York,  N.  Y.  Lane  W. 
Adams,  219  E.  42nd  St.,  New  York,  N.  Y., 
10017. 

Oct.  28-Nov.  3.  Association  of  American  Medi- 
cal Colleges,  Sheraton  Hotel,  Philadelphia, 
Pa.  Dr.  Richard  H.  Young.  303  E.  Chicago 
Ave.,  Chicago  11,  111.,  Sec’y. 

Oct.  29-Nov.  2.  American  Heart  Association, 
Americana  Hotel,  Bal  Harbour,  Fla.  Mr. 
Rome  A.  Betts,  44  E.  23rd  St.,  New  York, 
N.  Y.  (10010),  Exec.  Dir. 

Nov.  1-4.  Southern  Medical  Association,  Hous- 
ton, Tex.  Mr.  Robert  F.  Butts,  2601  High- 
land Ave.,  Birmingham  5,  Ala.,  Exec.  Dir. 
Nov.  4-6.  American  Society  of  Cytology, 
Statler-Hinton  Hotel,  New  York,  N.  Y.  Dr. 
Warren  H.  Lang,  1012  Walnut  St.,  Phila- 
delphia 7,  Pa.,  Ejcec.  Sec’y. 

Nov.  11-13.  Gerontological  Society.  Am- 
bassador Hotel,  Los  Angeles,  Calif.  Mrs. 
Marjorie  Adler,  Gerentological  Society,  660 

S.  Euclid  Ave.,  St.  Louis,  Mo.  (63110), 
Admin.  Sec’y. 

Nov.  15-18.  Interstate  Postgraduate  Medical 
Association  of  North  America,  Sheraton- 
Cleveland  Hotel,  Cleveland,  Ohio.  Mr.  Roy 

T.  Ragatz,  Box  1109,  Madison  1,  Wis. 

Nov.  28-Dec.  1.  American  Medical  Association 

(Clinical  Meeting),  Philadelphia,  Pa.  Dr. 
F.  J.  L.  Blasingame,  535  N.  Dearborn  St., 
Chicago,  111.,  60610,  Exec.  Vice  Pres. 

Dec.  4-9.  American  Academy  of  Dermatology, 
Palmer  House,  Chicago,  111.  Dr.  Stanley  E. 
Huff,  638  Church  St.,  Evanston,  111.,  Sec’y- 
Treas. 

Dec.  26-30.  American  Association  for  the  Ad- 
vancement of  Science,  University  of  Cali- 
fornia, Berkeley,  Calif.  R.  L.  Taylor,  1515 
Massachusetts  Ave.,  N.  W.,  Washington  6, 
D.  C. 
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May.  11-13.  International  Conference  on  Vec- 
torcardiography, Sheraton  Hotel,  New  York, 
N.  Y.  Dr.  Edward  Meilman,  Long  Island 
Jewish  Hospital,  New  Hyde  Park,  N.  Y. 

May.  24-27.  International  Thyroid  Conference, 
5th,  Rome,  Italy.  Dr.  Mario  Andreoli,  Insti- 
tuto Patologia  Medica,  Policlinico  Umberto 
1,  Rome,  Italy,  Sec’y- 

May  26.  American  Society  for  Gastrointestinal 
Endoscopy,  Montreal,  Que.,  Canada.  Dr. 
Benjamin  H.  Sullivan,  Jr.,  2020  E.  93rd  St., 
Cleveland  3,  Ohio,  Exec.  Sec’y- 

June  9-11.  Canadian  Federation  of  Biological 
Societies,  University  of  Ottawa,  Ontario, 
Canada.  Dr.  A.  H.  Neufeld,  Department  of 
Pathological  Chemistry,  Faculty  of  Medi- 
cine, University  of  Western  Ontario,  Lon- 
don, Ontario. 

June  14-18.  Canadian  Medical  Association, 
Halifax,  N.  S.,  Canada.  Dr.  A.  D.  Kelly,  150 
St.  George  St.,  Toronto  5,  Ont.,  Canada, 
Exec.  Sec’by. 

June  17-21.  International  Congress  on  Diseases 
of  the  Chest,  9th,  New  York,  N.  Y.  Mr. 
Murray  Kornfeld,  112  E.  Chestnut  St.,  Chi- 


cago 11,  111. 

Sept.  5-9.  Inte7-national  Congress  on  Rheu- 
matic Diseases,  11th,  Buenos  Aires,  Argen- 
tina. Dr.  A.  Caruso,  Juncal  1875,  Planta 
Baja,  Dept.  2,  Buenos  Aires,  Argentina. 

Sept.  5-10.  Interyiational  Congress  of  Neurol- 
ogy. 8th,  Vienna,  Austria.  Congress  Secre- 
tariat, Vienna  Academy  of  Medicine,  4 
Alserstr.,  Vienna  IX,  Austria. 

Sept.  19-24.  World  Medical  Association,  XIXth 
General  Assembly,  London,  England.  Dr. 
H.  S.  Gear,  10  Columbus  Circle,  New  York 
19,  N.  Y.,  Sec’y-Gen. 

Sept.  22-28.  International  Congress  of  Radiol- 
ogy, 11th,  Rome,  Italy.  Dr.  Arduino  Ratti, 
Via  Moscova  44/1,  Milan,  Italy,  Sec’y-Gen. 

Sept.  27-30.  Middle  Eastern-Mediterranean 
Pediatric  Congress,  IV,  Athens,  Greece. 
Professor  C.  B.  Choremis,  Pediatric  Clinic  of 
Athens  University,  and  Dr.  S.  G.  Hadjidakis, 
Secretary,  29  Stadiou  St.,  Athens  122, 
Greece. 

Nov.  5-11.  International  Congress  of  Pedi- 
atrics, Ohkura  Hotel,  Tokyo,  Japan,  Dr. 
Kenji  Nakamura,  Dept,  of  Pediatrics,  Uni- 
versity of  Tokyo,  Motofujicho,  Bunkyoku, 
Tokyo,  Japan,  Gen.  Sec’y. 


Instrucciones  para  los  Autores: 

El  Boletín  acepta  para  su  publicación 
artículos  relativos  a medicina  y cirugía  y las 
ciencias  afines.  Igualmente  acepta  artículos 
especiales  y correspondencia  que  pudiera  ser 
de  interés  general  para  la  profesión  médica. 

El  artículo,  si  se  aceptara,  será  con  la  con- 
dición de  que  se  publicará  únicamente  en  esta 
revista. 

Para  facilitar  la  labor  de  revisión  de  la 
Junta  Editora  y del  impresor,  se  requiere  de 
los  autores  que  sigan  las  siguientes  instruc- 
ciones: 

a)  Los  trabajos  deberán  estar  escritos  a 
máquina  a dóble  espacio  y por  un  solo  lado  de 
cada  página,  en  duplicado  y con  amplio  mar- 
gen. 

b)  En  página  separada  debe  incluirse  lo 
siguiente:  título  (no  excediendo  de  80  letras  y 
espacios),  nombre  del  autor  (es),  institución 
y dirección  postal  del  autor. 

c)  Artículos  referentes  a resultados  de 
estudios  clínicos  o investigaciones  de  laborato- 
rio deben  organizarse  bajo  los  siguientes  en- 
cabezamientos: (1)  introducción,  (2)  material 
y métodos,  (3)  resultados,  (4)  discusión,  (5) 
resumen  (en  español  e inglés),  y (6)  refe- 
rencias. 

d)  Artículos  referentes  a estudios  de  casos 
aislados  deben  organizarse  en  la  siguiente  for- 
ma: (1)  introducción,  (2)  observaciones  del 
caso,  (3)  discusión,  (4)  resumen  (en  español 
e inglés),  (5)  referencias. 

e)  Las  tablas,  notas  al  calce  y leyendas 
deben  aparecer  en  hojas  separadas. 

f)  Si  un  articulo  ha  sido  leído  en  alguna 
reunión  o congreso,  así  debe  hacerse  constar 
como  una  nota  al  calce. 

g)  Deben  usarse  los  nombres  genéricos  de 
los  medicamentos.  Podrán  usarse  también  los 
nombres  comerciales,  entre  paréntesis,  si  así 
se  desea. 

h)  Se  usará  con  preferencia  el  sistema 
métrico  de  pesos  y medidas. 

i)  Las  fotografías  y microfotografias  se 


someterán  como  copias  en  papel  de  lustre  sin 
montar.  Los  dibujos  y gráficas  deben  prepa- 
rarse a tinta  negra  y en  papel  blanco.  Todas 
las  ilustraciones  deben  estar  numeradas  (nú- 
meros arábigos)  e indicar  la  parte  superior 
de  las  mismas.  Debe  escribirse  una  leyenda 
para  cada  ilustración.  (Serán  permitidas  sin 
costo  para  el  autor.) 

j)  Las  referencias  deben  ser  numeradas 
sucesivamente  de  acuerdo  con  su  aparición  en 
el  texto.  Los  siguientes  ejemplos  pueden  servir 
de  modelo: 

6.  Koppiíich,  E.  Pathology  of  arterios- 
clerosis. Bol.  Asoc.  Med.  P.  Rico  46: 
505,  1954.  (artículo  de  revista). 

4.  Wintrobe,  M.  M.  Clinical  Hematology, 
3rd  Ed.  Lea  and  Febiger,  Philadel- 
phia, 1952,  p.  67.  (libro). 

Deben  usarse  solamente  las  abreviaturas  in- 
dicadas en  el  Cumulative  Index  Medicus  que 
publica  la  Asociación  Médica  Americana. 

Instructions  to  Authors: 

The  Boletín  will  accept  for  publication  con- 
tributions relating  to  the  various  areas  of  me- 
dicine surgery  and  allied  medical  sciences. 
Special  articles  and  correspondence  on  sub- 
jects of  general  interest  to  physicians  will  also 
be  accepted.  All  material  is  accepted  with  the 
understanding  that  it  is  to  be  published  solely 
in  this  journal. 

In  order  to  facilitate  review  of  the  article 
by  the  Editorial  Board  and  the  work  of  the 
printer,  the  authors  must  conform  with  the 
following  instructions: 

a)  The  entire  manuscript,  including  figures, 
legends  and  references,  should  be  typewrit- 
ten double-spaced  in  duplicate  with  ample 
margins. 

b)  A separate  title  page  should  include  the 
following:  title  (not  to  exceed  80  character.s 
and  spaces),  author’s  name  (s)  ; institution, 
and  author’s  mailing  address. 

c)  Articles  reporting  the  results  of  clinical 
studies  or  laboratory  investigation  should  he 
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organized  under  the  following  headings:  (1) 
introduction,  (2)  material  and  methods,  (3) 
results,  (4)  discussion,  (5)  summary  in  En- 
glish and  Spanish,  (6)  references. 

d)  Case  reports  will  include  (1)  introduc- 
tion, (2)  description  of  the  case,  (3)  discus- 
sion, (4)  summary  in  English  and  Spanish, 
(5)  references. 

e)  Tables,  footnotes  and  legends  to  figures 
should  appear  in  separate  sheets. 

f)  If  the  paper  has  been  presented  at  a 
meeting,  the  place  and  date  should  be  stated 
as  a footnote. 

g)  Generic  names  of  drugs  should  be  used. 
Trade  names  may  also  be  given  in  parenthe- 
sis, if  desired. 

h)  Metric  units  of  measurement  should  be 
used  preferentially. 


i)  Photographs  and  photomicrographs 
should  be  submitted  as  glossy  prints,  unmount- 
ed. Drawings  and  graphs  should  be  made  in 
black  ink  on  white  paper.  All  illustrations 
should  be  numbered  (Arabic)  and  the  top 
indicated.  A legend  should  be  given  for  each. 

j)  References  should  be  numbered  serially 
as  they  appear  in  the  text.  The  following  form 
will  be  used: 

6.  Ko'ppiach,  E.  Pathology  of  arterios- 
clerosis. Bol.  Asoc.  Med.  P.  Rico  46: 
505,  1954.  (for  journal  articles). 

4.  Wintrobe,  M.  M.  Clinical  Hematology, 
3rd  Ed.  Lea  and  Febiger,  Philadel- 
phia, 1952,  p.  67,  (for  books). 
Abreviations  will  conform  to  those  used  in  the 
Cumulative  Index  Medicus,  published  by  the 
American  Medical  Association. 


ElASE 

ENZYMATIC 
DEBRIDEMENT 
TO  AID 
HEALING 


PARKE- DAVIS 


rherapcutic  results  are  stilt  unsurpassed 
they  provide  more  higrhly  ^ 

I ir.dividualizedtherapy  with  more 
flexible  dosage,  for  more 
I patients;  there  is  only  minimal 

i 

^ d i stu  r tence  of  the 


patient’s  salt  and  water 
balance,  with  only 
negligible  loss  of  calcium; 


mood  changes  are  rare 


there  is  no  voracious 


appetite  with  excessive 
weight  gain,  and  only  a 

low  incidence  of  peptic  ulcer 
and  compression  fracture. 


Why  doctors  are  prescribing  ivith  confidence 

Hh®  Arist  o c orf  Fami 

TRIAMCINOLONE  LEDERLE 

for  patients  with  rheumatoid  arthritis,  bronchial  asthma  and  other 
respiratory  allergies,  inflammatory  and  allergic  skin  disorders,  and 
other  conditions  requiring  steroids, 

For  an  uuthojilalive  discussion  of  the  pn/perlies  of  AIUSTOCORT  see 
the  A^M. A.  Council  on  Drugs  report  in  J.A.M.A.  169:257  (Jan.  I8j  1959. 


ARISTOCORT  Triamcinolone  Tablets  1 mg.  scored  (yellow):  2 mg.  scored  (pink):  4 mg. 
scored  (white):  16  mg.  scored  (white)  • ARISTOCORT  Triamcinolone  Diacctatc  SYRUP 
ARISTOCORT  Triamcinolone  Acetonide  0.1%  Cream  and  Ointment  Tubes  of  5 Gm.  and 
15  Gm.  • ARISTOMIN®  Steroid-Antihistamine  Compound  CAPSULES  • NEO-ARISTOCORT® 
Neomycin-Triamcinolone  Acetonide  0.1%  Eye-Ear  Ointment  Tubes  of  Vs  oz.  • ARISTO- 
GESIC®  Steroid-Analgesic  Compound  Capsules  • ARISTOCORT  Triamcinolone  Diacetate 
Parenteral  Vials  of  5 cc.  (25  mg./cc.  micronized  for  intra-articular  and  in trasy novia!  injection) 

LEDERLE  LABORATORIES,  A DivisionofA.MERIC.t.N  CYANAMID  CO.MPA.NY,  Pearl  River, N.Y. 

CYANAJMID  BOKINiiUEN  CORPORATION 
Lederle  Laboratories  Dept. 

Santurce,  P.  R. 


Mejoría  decididamente  más  rápida'  " ^ 


Al  cambiar  el  curso  de  la  inflamación,  reducir  el 
edema  y estimular  las  fuerzas  curativas  naturales, 
ANANASE  acelera  el  proceso  de  recuperación  y 
disminuye  el  costo  y la  duración  de  la  convale- 
cencia después  de  accidentes.  Como  terapia  co- 
adyuvante, ANANASE  ha  demostrado  su  eficacia 
en  esguinces'  torceduras',  fracturas'■’■^  lesiones 
traumáticas  de  los  ojos' laceraciones',  y disloca- 
ciones*. Rara  vez  ocurren  efectos  secundarios 
indeseables'*. 

Dosis  corriente  para  adultos:  Dos  grageas  cuatro  veces  diarias. 
Para  mantenimiento,  una  gragea  tres  o cuatro  veces  dianas. 
Envase:  Frascos  de  12  y 48  grageas  amarillas.  Cada  gragea 
contiene  50.000  unidades  RORER  de  bromehna  (enzima  pro- 
teolítica). 


Referencias:  1 Círelli,  M.  G-:  Deiowore  M.  J.  34  159  (¡unió)  1962. 
2.  Lindenberg,  L.  M.;  Current  Podiotry  Í2;7  (diciembre)  1963.  3.  Stoy- 
mon,  J.  W.,  Jr  , y Stíffel,  J ; J.  Germantown  Hosp.  2:79  (agosto) 
1961.  4.  Monninger,  R.  H.  G.:  E.E.N.T.  Digest  24.-13  (enero)  1962. 
5.  Monninger,  R.  H.  G.:  Irons.  Ophthalmol.  Soc.  United  Kingdom 
fl?;481,  1961.  6.  Martin  G.  J.,  Ehrenreich,  J.  y Asbell,  N.;  Exper. 
Med.  & Surg.  20:227  (septiembre)  1962. 

Ananasé 

Bromelina 

Terapia  enzimática  vegetal  antiinflamatoria 


*Marca  registrada 


WILLIAM  H.  RORER,  INC. 

(Rorer  Inter-American  Corp.) 

Fort  Washington,  Pa.,  EE  UU. 


Treating  a respiratory  allergy  patient... with  little  response? 


You’ve  seen  the  type.  Racked  by  a chronic  cough  ...  or  wheeze 
...  or  any  of  the  other  classic  asthma  symptoms.  In  any  event, 
the  usual  treatment  isn’t  affording  adequate  relief. 

Try  Norisodrine  Syrup  for  two  weeks— one  or  two  teaspoon- 
fuls, four  to  six  times  daily. 

Coughing  will  be  more  productive  . . . and  much  less  frequent. 
There  will  be  a marked  lessening  of  tension,  physical  and 
mental.  Respiration  will  improve.  Nighttime  cough,  particu- 
larly, will  be  relieved. 

Good-tasting  Norisodrine  Syrup  can  help  you  control  symptoms 
in  patients  of  all  ages,  even  those  who  have  been  troubled 
for  years. 

Precs  ns:  Use  with  caution  in  patients  with  heart  disease,  hyperthyroidism,  unstable 
vasomutc.  system,  or  known  sensitivity  to  sympathomimetic  amines.  Contraindicated  in  pa- 
tients with  intolerance  to  iodides.  Vomiting  should  be  induced  following  accidental  overdose. 


NORISODIE' 

ISOPROIERENOL  SULEAIE 

SYRUP 

WITH  CALCIUM  IODIDE 

In  bottles  of  90,  180 
and  480  ml. 


ABBOTT  LABORATORIES  PUERTO  RICO,  INC. 

BOX  7278  BO.  OBRERO  STA.  . CALLE  CAYEY  ESQ.  WM.  JONES 
MARTIN  PEÑA -PARADA  26  • SANTURCE,  P.R.  00916 


What's  new  at  Geigy?  Regroton,  Doctor. 
For  high  blood  pressure. 


Not  another  reserpine-diuretic 
combination! 


Certainly.  Regroton  has  outperformed 
other  combinations. 


/ 

Says  who? 


Says  this  2-year  study  by  Finnerty. 


What’s  the  dosage? 


Composition:  Each  tablet  contains  chlorthalidone. 
50  mg.,  and  reserpine.  0.25  mg. 

Contraindications:  History  of  mental  depression, 
hypersensitivity,  and  most  cases  of  severe  renal 
or  hepatic  diseases. 

Warning:  Discontinue  2 weeks  before  general 
anesthesia.  1 week  before  electroshock  therapy, 
and  if  depression  or  peptic  ulcer  occurs. 
Precautions:  Reduce  dosage  of  concomitant  anti- 
hypertensive agents  by  one-half.  Discontinue  if 
the  8UN  rises  or  liver  dysfunction  is  aggravated. 
Electrolyte  imbalance  and  potassium  depletion 
may  occur;  take  particular  care  in  cirrhosis  or 

Regroton' 


severe  ischemic  heart  disease,  and  in  patients 
receiving  corticosteroids.  ACTH.  or  digitalis.  Salt 
restriction  is  not  recommended.  Use  with  caution 
in  patients  with  ulcerative  colitis,  gallstones,  or 
bronchial  asthma. 

Side  Effects:  Nausea,  vomiting,  diarrhea,  muscle 
cramps,  headaches  and  dizziness.  Potential  side 
effects  include  angina  pectoris,  anxiety,  depres- 
sion. drowsiness,  hyperglycemia,  hyperuricemia, 
lassitude,  leukopenia,  nasal  stuffiness,  nightmare, 
purpura,  urticaria,  and  weakness. 

For  full  details,  see  the  complete  prescribing 
Iruormation. 

'the  ideal  treatment  for 
most  patients  with  moderately 
severe  hypertension"* 


Avaifability:  Bottles  of  100  and  1000  tablets. 
Average  Dosage:  One  tablet  daily  with  breakfast. 

•Chupkovich.  V.:  Finnerty,  F.  A..  Jr.,  and 
Kakaviatos.  N.:  The  value  of  chlorthalidone  plus 
reserpine  in  moderately  severe  and  severe  hyper- 
tension: A two  year  study.  Presented  at  the  7th 
Inter-American  Congress  of  Cardiology.  Montreal. 
June  14-19. 1964. 

Geigy  Pharmaceuticals 

Division  of  Geigy  Chemical  Corporation 

Ardsley.  New  York  RE-3268 

Geigy 
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to  eradicate  signs  and  symptoms  of 
allergic  or  inflammatory  dermatoses 

Celestone 

(betamethasone^) 


CLINICAL  CONSIDERATIONS.  Indications:  Celestone 
(betamethasone,  Sobering)  is  indicated  in  the  manage- 
ment of  various  allergic,  dermatologic,  ocular,  rheu- 
matic and  other  conditions  known  to  be  responsive  to 
corticosteroid  therapy. 

Dosage  and  Administration:  The  dosage  of  Celestone 
(betamethasone)  must  be  adjusted  to  individual  patient 
requirements;  i.e.,  severity  of  the  condition,  anticipated 
duration  of  therapy,  tolerance  to  the  steroid  and  re- 
sponse obtained.  The  lowest  effective  dose  should  be 
employed.  When  corticosteroid  therapy  is  no  longer 
required,  the  dosage  of  this  drug  should  be  reduced 
gradually  and  then  discontinued.  Withdrawal  of  therapy 
should  be  gradual.  Package  literature  should  be  con- 
sulted for  detailed  dosage  schedules. 

Precautions:  Although  Celestone  (betamethasone)  dif- 
fers significantly  in  potency  and  electrolyte  effects,  it 
is  a corticosteroid  and  hence  is  potentially  capable  of 
causing  any  of  the  reported  side  effects  of  other  such 
compounds.  As  with  other  corticosteroids,  recurrence 


of  complications  of  peptic  ulcer  may  occur  during 
therapy  with  this  drug.  Package  literature  should  be 
consulted  for  details. 

Contraindications:  Active,  questionably  healed,  or  sus- 
pected tuberculosis  and  herpes  simplex  of  the  eye  are 
absolute  contraindications.  Discretion  should  be  used 
in  administering  Celestone  (betamethasone)  to  preg- 
nant patients  particularly  during  the  early  months. 

Use  of  this  corticosteroid  in  the  controlled  diabetic 
patient  should  be  closely  observed.  In  individuals  ex- 
posed to,  or  in  the  active  phase  of,  exanthematous  dis- 
ease, it  may  be  desirable  to  discontinue  all  corticos- 
teroid therapy. 

For  complete  product  details,  consult  Sobering  lit- 
erature available  from  your  Sobering  representative,  or 
Medical  Services  Department,  Sobering  Corporation, 
Union,  New  Jersey. 

Packaging:  Bottles  of  30,  100,  1000.  Tablets 

of  0.6  mg.  each.  • TKAOCMAKK  Ce-S49-J-PA 

SCHERING  CORPORATION  U.S.A. 


menopausal 

syndrome 


and  other  symptoms 
arising  from 
anxiety  and  tension 
respond  to 

ANATENSOCntiEis 

Squibb  Fluphenazine  Hydrochloride 

one  mill^ram,  one  tablet, 
once  a day  provides  adequate 
therapy  for  many  ptients 

Side  Effects,  Precautions,  Contraindications;  As  used  f 
anxiety  and  tension,  side  effects  are  unlikely.  Reversib 
extrapyramidal  reactions  may  develop  occasionally.  1 
higher  doses  for  psychotic  disorders,  excessive  drowsines 
visual  blurring,  dizziness,  insomnia  (rare),  allergic  skin  rea 
tions,  nausea,  anorexia,  salivation,  edema,  perspiration,  d: 
mouth,  polyuria,  hypotension  may  occur.  Jaundice  has  be< 
exceedingly  rare.  Photosensitivity  has  not  been  reporte 
Blood  dyscrasias  occur  with  phenothiazines;  routine  bloc 
counts  are  recommended.  If  symptoms  of  upper  respiratoi 
infection  occur,  discontinue  the  drug  and  institute  trea 
ment.  Do  not  use  epinephrine  for  hypotension  which  ms 
appear  in  patients  on  large  doses  undergoing  surgery.  E 
fects  of  atropine  may  be  potentiated.  Do  not  use  with  hig 
doses  of  hypnotics  or  in  patients  with  subcortical  brain  dan 
age.  Use  cautiously  in  convulsive  disorders.  (For  full  info 
mation,  see  your  Squibb  Product  Reference.) 


Sqjjibb 


A 


Century  of  Experience  Builds  Fail  I 


hypertension 


TO  CONTROL  HIGH  BLOOD  PRESSURE  GENTLY,  EFFEC- 
TIVELY, ACCEPTABLY 

Versatile  in  indications — recommended  In  sustained  es- 
sential hypertension,  and  in  those  labile  forma  unre- 
spKjnsive  to  sedative  therapy. 

Effective  “around-the-clock*’— continuously  and  signifi- 
cantly reduces  lying,  sitting  and  standing  pressure;  simple 
dosage  adjustment  can  prevent  morning  hypotension  with- 
out sacrifice  of  afternoon  control. 

Conducive  to  normal,  everyday  activities— works  while 
the  patient  works;  exercise  hypotension  and  diurnal  blood 
pressure  variations  rarely  occur. 

Facllftates  smooth  laaagewieiit  ■ ease  of  administration; 


liberation  from  critical  dosage  titration;  low  incidence  of 
side  effects. 

Oriented  towards  the  ultimate  goal  of  antlhypertenslve 
therapy— helps  relieve  the  vital  target  organs  from  the 
strain  of  hypertension  by  effectively  lowering  blood  pres- 
sure. 

Supplied:  Tablets  Aloomet  (250  mg.  methyidopa,  each) 
In  bottles  of  30,  100  and  500. 

Note:  Detailed  information  on  dosage,  admintstratfon.  Indica» 
tions,  precautions  and  bibliography  is  available  on  request 

® am  seaRP  b doihb  iireRiaTionai 

Uvision  of  Ueick  & Co,  Inc,  UX)  Churcb  StrML  he*  York  7.  K.  Y.  U.  S.  A 


Inside  the  obese 
hypertensive 
a slim  one  signals 
tobe  let  out 


release  him 
with 

Preludin® 

brand  of 

phenmetrazine 

hydrochloride 

Effective  Appetite  Suppressant 
Avoids  Excessive  Stimulation 

Precautions:  Do  not  use  in 
patients  with  severe  hyper* 
tension,  thyrotoxicosis  or  acuta 
coronary  disease.  Use  with 
caution  in  moderate  hyper- 
tension or  cardiac  decompen- 
sation. Should  not  be  used 
to  overcome  addiction  to  other 
sympathomimetic  drugs 
(habituation  and  psychic 
dependence  have  occurred). 

Side  Effects:  Dryness  or 
unpleasant  taste  in  the  mouth, 
urticaria,  and  (rarely)  over- 
stimulation,  insomnia, 
dizziness,  nausea  or  headache. 
Tablets  of  25  mg. 

Endurets®  prolonged-action 
tablets  of  75  mg. 

Under  license  from 
Boehringeringelheim  G.m.b.H. 

Geigy  Pharmaceuticals 
Division  of 

Geigy  Chemical  Corporation 
Ardsley,  New  York 
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MONITUBE 

DIAGNOSTIC  MEDIUM 


from  Massengill 

Detects  Vaginal  Moniliasis  Right  in  Your  Office 

Quickly! 

Conveniently! 

Inexpensively! 


MONITUBE  IS  a 
diagnostic  vaginal 
swab  with  a culture 
medium  specific  for 
Candida  albicans  (monilia), 
generally  recognized  as  the 
organism  responsible  for 
vaginal  moniliasis.  Monitube’s 
glass  container  serves  as  an 
isolation  unit  for  the  swab  after 
the  culture  has  been  taken. 

MONITUBE  IS  NEEDED  because 
it  provides  the  quick,  specific  diagnosis 
necessary  to  begin  the  treatment,  sparing 
your  patient  needless  discomfort.  The 
frequency  which  the  average  physician  is 
faced  with  moniliasis  may  be  higher  than  you 
imagine.  In  routine  examinations  of  1,034 
female  patients,  21.3%  were  found  infected  with 
vaginal  monilia.*  Any  condition  which  raises  the 
vaginal  glucose  level  (e.g.,  pregnancy,  diabetes  mellitus, 
obesity,  menopause)  favors  monilial  growth.  Antibiotic 
therapy  is  the  outstanding  cause  of  monilial  overgrowth. 

MONITUBE  WORKS  BY  exposure  to  vaginal  secretions 
and  incubation.  If  Monilia  {albicans)  is  present,  it  will  appear 
as  dark  brown  or  black  spots  on  the  culture  medium.  At  room  temperature, 
for  24  to  36  hours. 


culture 


MONITUBE  IS  THAT  SIMPLE:  No  laboratories,  no  microscope,  no  smears.  Just 
an  effortless  test  in  your  own  office. 

Contains;  Agar,  Bismuth  Sulfite,  Dextrose,  Glycine,  Yeast  Extract  and  Neomycin  Sulfate  as 
a preservative. 

Supplied:  12  Monitubes  per  carton.  Available  from  drugstores  or  your  surgical  supply  dealer. 
Caution:  For  professional  use  only.  Negative  medium  swabs  should  not  be  reused.  Destroy 
complete  Monitube  after  diagnostic  exposure.  Medium  that  has  dehydrated  or  darkened  to 
a brown  color  should  not  be  used.  Freezing,  exposure  to  direct  sunlight,  or  excessive  heat  and 
dehydration  will  render  the  medium  and  test  unsatisfactory. 

1.  O’Brien,  J.:  Cañad.  M.A.J.  P0:I073-1074,  1964. 
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ENFOQUE  PRACTICO  AL  TRATAMIENTO 
DE  LA  DESHIDRATACION  EN  LAS 
DIARREAS  INFANTILES 


Antonio  Ortiz,  M.D. 


Las  diarreas  infantiles  son  la  más  grave 
amenaza  que  se  cierne  sobre  la  población  jo- 
ven de  los  países  en  vías  de  desarrollo  como 
el  nuestro.  Por  eso  es  que  los  pediatras  nos 
hemos  dedicado  por  tantos  años  a combatir- 
las: buscando  mejores  métodos  de  prevención 
y tratamiento,  orientando  a nuestros  colegas, 
tratando  de  despertar  la  conciencia  de  la 
comunidad.  Como  contribución  a este  es- 
fuerzo es  que  hemos  preparado,  con  la  cola- 
boración de  otros  miembros  de  nuestro  De- 
partamento del  pasado  y del  presente,  este 
resumen  de  los  trastornos  fisiológicos  y bio- 
químicos inducidos  por  la  deshidratación  en 
las  diarreas,  y las  maneras  más  sencillas  y 
eficaces  de  combatirlos. 

Las  diarreas  infantiles  (las  llamadas  gas- 
tro-enteritis)  son  peligrosas  debido  a los  pro- 
fundos camlaios  metabólicos  desencadenados 
por  las  pérdidas  de  agua  y electrólitos.  El 
bebé  es  especialmente  sensitivo  a estos  tras- 
tornos debido  a:  (1)  su  elevado  cociente  me- 
tabólico  en  relación  con  su  peso,  lo  cual  con- 
lleva expendio  de  agua  (2)  intercambio  de 
agua  rápido  y voluminoso  en  comparación 
con  las  reservas  (3)  inmadurez  de  los  meca- 

Del  Departamento  de  Pediatría,  Universidad 
de  Puerto  Rico  Escuela  de  Medicina  y del 
Hospital  Universitario. 


nismos  reguladores  (riñón,  suprarenales,  etc.) 
(4)  elevada  cantidad  relativa  de  secreciones 
gastro-intestinales  expuestas  a pérdidas  en  los 
vómitos  y diarreas.  En  suma,  el  bebé  sufre 
de  lo  que  Gamble  llamaba  “la  desventaja  de 
ser  pequeño”.  Debemos  estar  siempre  cons- 
cientes de  que  el  proceso  y las  consecuencias 
de  la  deshidratación  son  más  rápidos  y vio- 
lentos en  el  bebé  que  en  el  adulto. 

¿Cuáles  son  las  alteraciones  metabólicas 
que  tanto  tememos  y cómo  es  que  se  desen- 
vuelven? Sobre  todo,  y haciendo  uso  de  estos 
conocimientos,  ¿qué  debemos  hacer  para  mi- 
tigarlas? 

1.  Anhidremia.  La  deshidratación  isotó- 
nica  y aquellas  con  pérdida  preponde- 
rante de  agua  o de  sal. 

El  mecanismo  de  las  pérdidas  de  agua  y 
de  sal  es  obvio  y visible  en  su  mayor  parte. 
Las  secreciones  gastro-intestinales  en  vez  de 
reabsorberse  se  pierden  en  los  vómitos  y dia- 
rreas, privando  a la  economía  de  agua,  sodio, 
potasio  y cloruros.  Cesa  el  aporte  de  líquidos 
y sales  por  la  vía  natural  ante  la  anorexia 
y los  vómitos.  Continúan  las  pérdidas  obli- 
gatorias de  orina,  aumentadas  por  la  necesi- 
dad de  eliminar  cantidades  adicionales  de 
agua  para  excretar  los  ácidos  que  se  han  ido 
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acuniuiando.  A menudo  hay  fiebre  e hipcr- 
ventilación  (otro  esfuerzo  por  compensar  la 
acidosis)  con  eliminación  aumentada  de 
agua. 

Generalmente  las  pérdidas  de  agua  y sal 
son  proporcionales,  dando  lugar  a una  des- 
hidratación  isotónica.  Pero  como  en  un  20% 
de  los  casos  hay  una  pérdida  desequilibrada 
de  agua  o de  sal  o se  combinan  otros  facto- 
res para  producir  un  desbalance:  hiperna- 
tremia  (con  concentración  de  .sodio  sobre 
150  niEq  por  mil  e hiperosmolaridad) , o hi- 
ponatremia  (concentración  de  sodio  bajo 
135  meq  e hipo-osmolaridad) . La  primera 
puede  ir  acompañada  de  deshidratación  in- 
tracelular  y a menudo  produce  manifesta- 
ciones y daños  cerebrales.  La  segunda  se  ca- 
racteriza por  la  hiper-hidratación  celular  y 
la  disminución  marcada  del  volumen  circu- 
latorio con  acentuada  propensión  al  shock. 

2.  La  acidosis  metabólica 

De  interés  es  también  la  acidosis  metabó- 
lica que  sobreviene  inevitablemente  en  las 
diarreas  de  alguna  gravedad.  Su  patogenia 
no  está  totalmente  esclarecida  pero  hay  fac- 
tores contribuyentes  reconocidos  tales  como: 
las  pérdidas  de  sodio  y potasio  de  los  jugos 
digestivos,  la  cetosis  de  la  inanición,  la  acu- 
mulación de  metabolitos  ácidos  en  presen- 
cia de  una  anoxia  tisular  generalizada  que 
afecta  especialmente  la  función  hepática,  y 
también  como  consecuencia  del  shock,  la  su- 
presión de  la  función  renal  que  entorpece  el 
mecanismo  regulador  más  importante  del 
equilibrio  ácido-básico. 

3.  El  shock  hipovolémico 

Aunque  en  los  estados  de  deshidratación 
el  cuerpo  defiende  el  volumen  plasmático 


con  tesón,  llega  un  momento  en  que  éste  no 
puede  sostenerse  y sobreviene  el  shock  hipo- 
volénñco  con  todas  sus  consecuencias. 

4.  Alteraciones  de  las  funciones  celulares 

Las  células,  sobre  todo  las  más  especiali- 
zadas, no  toleran  bien  los  cambios  en  el  me- 
dio interno.  En  la  deshidratación  las  células 
se  contraen  o se  expanden  según  la  osmolari- 
dad  de  los  líquidos  circundantes,  pierden  po- 
tasio y adquieren  sodio,  y sufren  cambios  en 
el  pH  y otras  alteraciones  íntimas  que  tras- 
tornan las  reacciones  enzimáticas.  Otras  cé- 
lulas y tejidos  se  desintegran  en  medio  del 
desastre  catabólico. 

Las  manifestaciones  clínicas  de  los  pro- 
cesos enumerados:  anhidremia,  acidosis, 
shock  y alteraciones  al  nivel  celular,  son  bien 
conocidas  pero  he  preferido  repasarlas  en  la 
Tabla  I para  relacionarlas  directamente  con 
los  trastornos  fisiológicos  que  las  originan. 

Es  notable  la  información  que  una  men- 
te avisada  puede  obtener  de  la  mera  obser- 
vación clínica.  También  están  al  alcance  del 
práctico  y son  muy  útiles  la  observación  sis- 
temática de  los  cambios  en  el  peso  corporal, 
la  apreciación  de  la  eliminación  de  orina  y 
pérdidas  concurrentes  inusitadas  por  vómi- 
tos, diarrea,  sudoración,  hiperventilación  y 
fiebre.  Son  más  difíciles  de  evaluar  clínica- 
mente, sin  la  ayuda  del  laboratorio,  la  acido- 
sis  y la  presencia  de  hiper  o hiponatremia. 
Sería  ideal  que  en  nuestro  ambiente,  sobre 
todo  para  los  casos  difíciles  estuvieran  dispo- 
nibles, como  mínimo  las  determinaciones  del 
sodio  o su  equivalente,  la  osmolaridad,  como 
guías  en  el  tratamiento. 

Lógicamente  el  tratamiento  debe  ir  diri- 
gido a contrarrestar  el  origen  y el  mecanis- 
mo de  las  alteraciones  metabólicas  ya  descri- 
tas. Mucho  podemos  hacer  proveyendo  el 
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agua  y los  electrólitos  que  se  necesitan  para 
sostener  y ayudar  las  funciones  de  los  meca- 
nismos reguladores  homeostáticos.  En  ocasio- 
nes tristes  nos  confrontamos  con  cambios  irre- 
versibles, cuando  ya  es  muy  tarde  para  “re- 
vivir la  flor  marchita”  (Marriott). 

El  punto  de  origen  del  mal  lo  constitu- 
yen como  hemos  dicho  antes,  las  pérdidas 
gastro-intestinales  de  agua  y electrólitos.  El 
primer  paso  en  el  tratamiento  debe  ser  el 
detener  o aminorar  esas  pérdidas.  La  medi- 
da más  efectiva  conque  contamos  es  el  ayu- 
no, ya  sea  parcial  o total,  según  la  gravedad 
del  caso.  En  los  casos  más  leves  basta  con  la 
restricción  de  alimentos  con  abundante  aco- 
pio de  agua  y líquidos  sencillos  sin  grasa. 
Si  la  diarrea  es  más  severa  o se  vomita  a 
veces  hay  que  limitar  el  aporte  oral  a agua, 
glucosa  al  5%  en  agua,  y soluciones  electro- 


líticas bien  diluidas  como  por  ejemplo  1 
papeleta  que  contenga  1 gramo  de  cloruro 
de  sodio,  1 gramo  de  cloruro  de  potasio,  1 
gramo  de  bicarbonato  de  sodio  y 3 cuchara- 
das de  glucosa  en  1 litro  de  agua.  Al  pre- 
parar una  solución  parecida  en  la  casa  — el 
llamado  “suero  casero” — debe  aconsejarse 
bien  claramente  el  uso  de  no  más  de  1 cu- 
charadita  de  sal  por  litro,  y preferiblemente 
j/2  cucharadita) . En  los  casos  más  severos 
en  los  que  hay  vómitos  persistentes  o signos 
visibles  de  deshidratación,  shock  u obnubi- 
lación cerebral  es  necesario  suspender  toda 
alimentación  por  boca  y recurrir  a líquidos 
parenterales. 

Una  de  las  grandes  ventajas  del  ayuno 
es  que  provee  un  descanso  al  tubo  digestivo, 
un  factor  importante  en  la  recuperación. 

Afortunadamente  han  pasado  al  desuso 


TABLA  II  ANTIBIOTICOS 


Agente 

Dosis  Diaria 

Ventajas  0 Desventajas 

(1)  Por  vía  oral, 

por  su  acción  local  - no  absorbibles 

Neomicina 

50  - 100  mgs.  / Kg. 

Elimina  muchas  cepas  de  E.  Coli 

Kanamicina 

50  - 100  mgs.  / Kg. 

Elimina  muchas  cepas  de  E.  Coli 

Colistin 

10  - 15  mgs.  / Kg. 

Especialmente  útil  contra  pseudomonas 

(2)  Por  vía  oral 

0 parenteral  - con  acción  sistémica 

Ampicillin 

100  mgs.  / Kg.  oral 
por  ahora 

Amplio  espectro 

Kanamicina 

15  mgs.  / Kg. 
parenteral 

Resérvese  para  infecciones  severas 
en  nenes  pequeños 

Cloramfenicol 

60  - 100  mgs.  / Kg. 

Salmonelosis 

Colistin 

5-10  mgs.  / Kg. 
parenteral 

Véase  arriba 

Tetraciclinas 

20  - 30  mgs.  / Kg. 

Tienen  algunas  desventajas 

Sulfadiazina 

100  - 200  mgs.  / Kg. 

Disentería 

Vigílese  eliminación  renal 

Bol.  Asoc.  Med.  P.  Rico 
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los  laxantes,  enemas  y lavados  que  tan  cla- 
ramente aumentan  las  perdidas  e irritan  el 
tubo  digestivo. 

Una  terapia  inteligente  presupone  algún 
conocimiento  de  las  causas  del  mal.  Un  es- 
quema ilustrativo  útil  es  el  siguiente; 

Infección  ^ Desnutrición 

Deshidratación 

Como  factor  básico  opera  un  ambiente 
socio-económico  desfavorable  actuando  a 
través  de  la  escasez  y la  contaminación  de 
los  alimentos. 

Son  de  inmenso  valor  las  medidas  pre- 
ventivas, pero  en  la  clínica  tenemos  que 
conformarnos  a menudo  con  tratar  de  repa- 
rar el  daño. 

Más  del  50%  de  las  diarreas  infantiles 
agudas  se  deben  a infecciones  bacterianas 
entéricas  (en  orden  de  frecuencia;  E.  Coli 
enteropatógeno,  B.  disentería,  Salmonelas 
casi  todas  ellas  susceptibles  a los  antibióticos) . 
Un  grupo  considerable  enferman  por  infec- 
ciones parenterales,  en  su  mayoría  dentro  del 
campo  de  acción  de  los  antibióticos,  invasion 
viral,  y otras  causas  indeterminadas. 

Los  antibióticos  más  comunmente  emplea- 
dos se  resumen  en  la  Tabla  II. 

La  mayoría  de  estos  antibióticos  eliminan 
los  gérmenes  sensitivos  del  tubo  digestivo  aun- 
que la  acción  es  un  poco  tardía  para  evitar 
el  impacto  de  la  deshidratación.  Son  espe- 
cialmente útiles  desde  el  punto  de  vista  epi- 
demiológico. En  las  infecciones  parenterales 
o sistémicas  úsese  el  antibiótico  indicado  por 
la  vía  parenteral.  El  abuso  de  los  antibióti- 
cos de  por  sí  puede  producir  diarrea  y favo- 
rece las  temidas  super-infecciones.  El  efecto 
sobre  la  diarrea  no  es  tan  dramático  como 
para  justificar  una  terapia  intensiva. 

Como  dije  anteriormente  el  primer  paso 


en  el  tratamiento  va  dirigido  a detener  o a 
aminorar  las  pérdidas  y aún  el  uso  de  anti- 
bióticos va  encaminado  a ese  fin.  El  segun- 
do paso  es  la  corrección  del  déficit.  En  una 
diarrea  severa  se  incurre  en  una  pérdida  del 
10  al  15%  del  peso  corporal,  de  manera  que 
podemos  asumir  que  la  pérdida  de  agua  se 
aproxima  a 100  cc  por  Kg.  de  peso.  En  una 
diarrea  isotónica  las  pérdidas  de  sales  (Na, 
K,  Cl)  serían  proporcionales,  o sea  también 
el  10%  del  contenido  de  los  compartimentos 
extra  e intracelulares  que  a la  larga  com- 
parten la  depleción  por  igual.  Como  se  verá 
en  la  tabla  adjunta  (Tabla  IV)  esto  re- 
presenta por  kilogramo  de  peso  100  cc  de 
agua,  7 a 9 meq  de  sodio,  5 a 6 de  cloruro, 
y 7 a 9 de  potasio.  Sólo  tratamos  de  reem- 
plazar la  mitad  o menos  del  potasio  perdido 
porque  sabemos  que  las  células  tardarían 
varios  días  en  reincorporarlo  y no  queremos 
sobrecargar  el  plasma  con  potasio  mientras 
tanto.  En  las  deshidrataciones  hipertónicas 
o hipotónicas  la  cantidad  de  Na  y Cl  a su 
ministrarse  tendría  que  ajustarse  al  desba- 
lance constatado,  como  se  verá  más  adelante. 

Durante  el  tratamiento  la  excreta  conti- 
núa siendo  líquida  por  un  tiemjx),  lo  que 
conlleva  una  eliminación  variable  que  se 
calcula  entre  25  y 50  cc  por  kilo,  con  sales 
en  proporción  hipotónica  (véase  Tabla  II). 

También  hay  que  proveer  para  los  re- 
quisitos del  mantenimiento; -el  expendio  obli- 
gatorio de  agua  y algunas  sales  que  tiene  lu- 
gar durante  cada  día  de  la  vida.  Este  ex- 
])endio  varía  según  el  cociente  metabólico  y 
el  consumo  de  calorías,  que  a su  vez  varían 
con  el  área  de  superficie  corporal.  En  un 
lactante  de  pocos  meses,  cuya  área  de  super- 
ficie por  kilo  de  peso  es  aproximadamente 
tres  veces  la  del  adulto,  el  expendio  de  agua 
por  kilo  de  peso  es  más  o menos  el  siguiente; 
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TABLA  III 

REQUISITOS  DE  MANTENIMIENTO 

Perspiración  insensible 
(piel  y pulmones) 

30  - 

45  cc  / Kg. 

Aumenta  con  la  fiebre  y la 
hiperventilación 

Orina  obligatoria 

30  - 

45  cc  / Kg. 

Sudoración  visible 

10  - 

30  cc  / Kg. 

Varía  según  la  temperatura  ambiente 

Heces  fecales 

5 - 

10  cc  / Kg. 

Total 

100  a 

150  cc  / Kg. 

En  condiciones  que  no  son  precisamente 
básales. 

Para  metabolizar  100  calorías  se  necesi- 
tan 150  cc  de  agua.  Por  área  de  superficie 
el  requerimiento  es  de  1,200  a 1,500  cc  por 
metro  cuadrado  que  deben  ir  acompañados 
por  30  meq  de  sodio,  20  meq  de  cloruro,  y 
20  meq  de  potasio. 

En  la  Tabla  IV  se  ilustra  cómo  se  calcu- 
lan los  requisitos  de  agua  y electrólitos  en 
la  deshidratación  severa.  La  cifra  total  in- 
cluye lo  que  se  requiere  para  cubrir  el  déficit, 
compensar  las  pérdidas  concurrentes  y pro- 
veer para  las  necesidades  básicas  de  manteni- 
miento. Una  mezcla  apropiada  para  nuestros 
propósitos  consistiría  de: 

.■\gua  1,000  cc  Na  50-60  C1  40-50  K 20-30 
quizás  P 10  meq/litro 
(Preferiblemente  con  5%  de  glucosa) 
y 20-30  meq  de  lactato  añadidos  para 
combatir  la  acidosis 

Esta  mezcla  puede  prepararse  a mano  con 
soluciones  fácilmente  asequibles  o uno  puede 


hacer  uso  de  soluciones  ya  preparadas  como 
el  Travert  No.  2,  solución  Darrow  diluida 
a la  mitad,  el  Lactated-Ringers  a media  con- 
centración o solución  Salina  (N.  S.)  2 par- 
tes con  lactato  de  sodio  1/6  molar  — 1 par- 
te— y 3 partes  de  glucosa  al  10%  en  agua. 
A estas  dos  últimas  soluciones  habría  que 
añadirle  potasio  después  de  iniciado  el  tra- 
tamiento. (No  debe  utilizarse  potasio  extra 
hasta  después  de  la  hidratación  inicial,  cuan- 
do el  paciente  ya  está  orinando) . 

Nótese  que  la  mezcla  preconizada  es  más 
o menos  medio-isotónica  (alrededor  de  150 
meq/litro  en  total) . Cualquier  solución  elec- 
trolítica múltiple,  medio-isotónica,  en  canti- 
dad apropiada,  resolvería  la  mayoría  de  los 
casos.  Habría  que  hacer  ajustes  especiales, 
que  se  discutirán  más  tarde,  en  presencia 
de  una  acidosis  severa,  hiponatremia  e hi- 
pernatremia  marcadas,  malnutrición  severa, 
supresión  renal  o fallo  de  los  mecanismos 
homeostáticos. 
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TABLA  IV  REQUISITOS  APROXIMADOS  EN  LA  DESHIDRATACION  ISOTONICA 
PROVOCADA  POR  DIARREAS  EN  INFANTES,  POR  KILO  DE  PESO,  POR  DIA 


Agua 

Na 

C1 

K P 

E.  C.  (Líquido 

extra-celular) 

100  cc 

15 

10 

0.5 

mEq  / litro 

I.  C.  (intracelular) 

100  cc 

0.5 

1 

15 

Pérdidas  anteriores 
combinadas,  por  Kg. 
a base  de  10%  del 
peso  corporal  (déficit) 

75  - 100  cc 

7 - 9 

5 - 6 

7-9  2-3 

(a  repararse  4) 

Requisitos  de  mante- 
nimiento 

100  - 150  cc 

2 - 3 

1.5  - 2 

1.5  - 2 

Pérdidas  concurrentes 
(Heces) 

25  - 50  cc 

3 - 4 

2 - 3 

2 - 3 

por  Kg. 

(80  - 100 

200  - 250  cc 
cc  por  Ib.) 

14  - 16 

8 - 11 

10  - 14* 

Solución  combinada 
para  mantenimiento 
y reparación  del 
déficit 

(cifra  anterior  X 4) 
en 

5 a 

1,000  cc 

forma  de  glucosa 
10%  en  agua 

50  - 60 

40  - 50 

20  - 30  10 

(Se  añaden 

20-30  mEq  de 
lactato  de  sodio) 

mEq  / litro 

Solamente  podemos  reparar  como  la  1 ¡3  pwrte  de  las  pérdidas  de 
potasio  con  eficiencia  y poco  riesgo. 
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TABLA  V SOLUCIONES  ELECTROLITICAS 


Agua 

Na 

C1 

K 

Ca  Lactato  mEq/  1. 

Sol.  Salina  Normal 

150 

150 

Sol.  Salina  con  lactato  (L.S.) 


Lactato  de  sodio  5%  glucosa 
1/6M  /parte  en  Sol.  salina 


2 partes  1,000  cc 

Lactate-Ringer’s  en  5%  de  glucosa  1,000  cc 

152 

129 

97 

109 

4 

50 

3 27 

(L.  R.) 

Soluciones  utilizadas  para  la  hidratación  inicial 

(600  a 700  cc  por  M2) 

(45  cc  / Kg.  ó 20  cc  / Ib.) 

L.  R.  a la  mitad  en  2.5%  glucosa 

L.  R.  sin  diluir  (Véase  arriba) 

65 

55 

2 

1.5  14 

1 parte  Lactato-Salina  y 1 parte  5% 
glucosa  en  agua 

75 

50 

25  - (Sol.  I) 

Hidratación  Post-inicial : 2,400  a 3,000  cc 

por  M2 

(180  cc 

/ Kg. 

u 80  cc  / Ib.) 

Travert’s  No.  2 

57 

50 

25 

25  P 12.6  Mg.  6 

Travert’s  No.  4 

30 

22 

15 

20  P 3 

Solución  de  Darrow 
(a  la  mitad) 

60 

50 

17 

17 

1 G.  - 1 L.  S. 

75 

50 

20* 

25  - (Sol.  I) 

2 G.  - 1 L.  S. 

50 

33 

20* 

17  - (Sol.  II) 

3 G.  * 1 L.  S. 

38 

24 

20* 

12  - (Sol.  III) 

*1.5  gms.  Se  aproxima  a los 
de  K requisitos  de  man- 
añadido  tenimiento 


Se  pueden  preparar  soluciones  parecidas  con  Ringer’s 
Lactate  y glucosa,  añadiendo  potasio. 
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En  cuanto  a la  cantidad  a utilizarse  por 
24  horas  ya  hemos  visto  que  debe  oscilar 
entre  200  y 250  cc  por  kilo  de  peso.  (80  a 
100  cc  por  libra) . Calculado  a base  del  área 
de  superficie  corporal:  3,000  a 3,500  cc  por 


metro  cuadrado,  por  día.  Podríamos  hacer 
cálculos  individuales  a base  de  los  cambios 
en  el  peso,  consumo  de  calorías,  o área  de 
superficie  pero  para  el  médico  práctico  bas- 
tan las  siguientes  direcciones: 


En  la  deshidratación  severa,  para  el  pri- 
mer día  del  tratamiento: 


En  recién  nacidos 


60  a 90  cc  por  libra,  por  día 


Bebés  de  2 semanas  a 4 meses 
de  edad 


80  - 90  - 100  cc  por  libra 


Bebés  de  4 a 12  meses 


70  - 80  - 90  cc  por  libra 


Para  el  segundo  o tercer  día 
del  tratamiento,  o para 
la  deshidratación  moderada 


Las  cifras  más  bajas  entre  las  indicadas 
(más  o menos  las  3/4  partes  del 
requisito  completo) 


Deben  utilizarse  como  guías  la  respues- 
ta del  paciente  y los  cambios  en  el  peso.  Los 
requisitos  aumentan  según  la  severidad  de  la 
deshidratación  y en  presencia  de  grandes 
pérdidas  concurrentes,  hiperventilación  y fie- 
bre. Nótese  que  son  más  altos  por  unidad  de 
peso  mientras  más  joven  y pequeño  es  el 
paciente,  exceptuando  el  período  neo-natal. 

Primera  Etapa.  Hidratación  inicial.  Trata- 
miento del  shock  hípovolémico. 

.•\1  encontrarnos  con  un  bebé  severamen- 
te deshidratado  nuestra  primera  preocupa- 
ción es  el  shock  hipovolémico  que  constitu- 
ye la  amenaza  principal  e inmediata  a la 
vida  del  paciente.  Hay  que  inyectar  líquidos 
rápidamente,  por  vía  endovenosa,  y hemos 
hallado  efectiva  la  administración  en  el  tér- 
mino de  dos  horas  de  45  cc  por  kilo,  o sea 
20  cc  por  libra  ó 700  cc  por  metro  cuadra- 
do, de  una  solución  de  Ringer’s  Lactate  con 
5%  de  glucosa.  Una  parte  de  los  líquidos 
podría  inyectarse  en  fonna  de  plasma,  san- 


gre o Uextran,  los  cuales  expanden  y sostie- 
nen el  volumen  plasmático  aún  mejor.  La 
ventaja  de  la  solución  electrolítica  es  que 
está  más  a la  mano  y a la  vez,  inicia  la  co- 
rrección del  trastorno  fundamental.  La  res- 
puesta a esta  terapia  es  casi  siempre  dramá- 
tica y a menudo  vemos  al  niño  recobrar  su 
color  y su  viveza.  En  paralelo  con  la  mejo- 
ría de  la  circulación  se  restablece  la  fun- 
ción renal  que  tanto  nos  va  a ayudar  en  la 
corrección  del  disturbio.  Es  indispensable  in- 
troducir una  aguja  o cánula  en  una  vena. 
Las  hipodermoclisis  están  contraindicadas 
porque  se  absorben  con  lentitud  y pueden, 
en  las  primeras  etapas,  secuestrar  agua  y 
electrólitos  del  plasma. 

Segunda  Etapa.  Continuación  de  la  hidra- 
tación. 

El  volumen  de  líquidos  que  aconsejamos 
para  la  porción  inicial  es  más  o menos  la  1/5 
parte  de  lo  que  se  va  a administrar  en  24 
horas.  Las  otras  4/5  partes  se  suministran 
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por  vena  gota  a gota,  en  una  o dos  porcio- 
nes, durante  las  22  horas  restantes.  En  esta 
segunda  etapa  utilizamos  la  solución  media- 
isotónica  con  potasio  que  hayamos  escogido 
para  la  terapia  definitiva.  En  nuestro  hospi- 
ta  utilizamos  mayormente  la  Solución  Tra- 
vert  No.  2. 

Debemos  retener  cierta  flexibilidad  para 
ajustarnos  a situaciones  como  las  siguientes: 

( 1 ) El  volumen  a inyectarse  puede  aumen- 
tarse o disminuirse,  dentro  de  ciertos  lí- 
mites, según  la  respuesta  del  paciente. 
Deben  vigilarse  el  peso  y la  función  renal 
sobre  todo.  La  presencia  de  pérdidas 
inusitadas  durante  el  curso  del  trata- 
miento debe  ser  tomada  en  cuenta. 

(2)  En  el  bebé  recién-nacido  o de  pocas  se- 
manas usamos  soluciones  más  diluidas, 
digamos  a 1/3  isotónicas  (como  Travert 
No.  4)  o glucosa  en  agua,  con  salina  y 
lactato  sódico  en  proporción  de  9-2-1, 
con  potasio  añadido) . 

(3)  En  presencia  de  hipernatremia  obvia  o 
confirmada  deben  utilizarse  líquidos  con 
alrededor  de  30  meq  de  sodio  por  litro 
y cloruros  bajos,  (algo  así  como  las 
mezclas  preconizadas  arriba  para  el  re- 
cién-nacido). No  se  debe  recurrir  a so- 
luciones aún  más  diluidas  o a la  gluco- 
sa en  agua  pura  por  temor  a provocar 
convulsiones. 

(4)  En  los  casos  de  hiponatremia  se  puede 
calcular  el  déficit  de  sodio  con  exactitud 
\ corregirlo.  Se  aconseja  el  uso  de  la 
solución  Ringer’s-Lactate  sin  diluir,  aña- 
diéndole potasio  3 meq/litro  si  el  pa- 
ciente está  orinando,  por  12  horas.  Lue- 
go se  puede  continuar  con  Travert  2. 
Si  el  caso  es  severo  y uno  está  seguro  del 
diagnóstico  puede  administrar  NaCl  al 
3%  -20  cc/Kg. 

(5)  Cuando  se  sospecha  o se  comprueba  una 


acidosis  marcada  se  debe  substituir  par- 
te de  los  líquidos  a administrarse  por 
45  cc/Kg.  de  lactato-sódico  al/6  Mo- 
lar o bicarbonato  de  sodio  al  3.75% 
10  a 15  cc/Kg.  El  bicarbonato  es  espe- 
cialmente preferible  en  los  prematuros 
y los  recién  nacidos.  Esta  medida  en- 
vuelve poco  riesgo  pues  solamente  eleva 
el  nivel  de  bicarbonato  10  meq  por  li- 
tro, lo  cual  beneficiaría  casi  a cualquier 
paciente  severamente  deshidratado  por 
diarreas. 

(6)  En  la  malnutrición  severa  ocurren  epi- 
sodios de  diarrea  aguda  con  deshidrata- 
ción  que  son  difíciles  de  controlar.  Los 
cambios  bioquímicos  y las  reacciones  en- 
zimáticas  están  alterados  por  los  efectos 
de  malnutrición  misma.  Hay  expansión 
de  ambos  compartimentos  intra  y extra- 
celular y depleción  crónica  de  potasio  y 
otros  electrólitos.  La  re-hidratación  tie- 
ne que  ser  cautelosa  — hay  que  evitar  el 
exceso  de  líquidos  pobres  en  solutos.  En 
cambio  la  re-alimentación  debe  comen- 
zarse pronto  y proceder  a un  ritmo  ace- 
lerado. La  administración  de  plasma  y 
sangre  son  especialmente  útiles. 

( 7 ) En  presencia  de  fallo  renal,  que  no  se 
deba  a la  deshidratación  en  sí,  hay  que 
suministrar  líquidos  con  mucha  circuns- 
pección. Si  la  deshidratación  no  es  mar- 
cada nos  limitaremos  a proveer  para  el 
mantenimiento  más  las  pérdidas  que  po- 
damos ver  y medir.  No  se  debe  adminis- 
trar potasio  en  estas  circunstancias.  Se 
debe  recurrir  a la  diálisis  peritoneal  si 
la  respuesta  no  es  favorable.  Este  pro- 
cedimiento es  especialmente  útil  en  el 
exceso  de  sal,  o agua,  o en  la  hiperna- 
tremia severa  o la  hiperpotasemia  en 
presencia  de  un  funcionamiento  renal 
pobre. 
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Cualquier  desviación  unilateral  intensiva 
en  la  conducta  general  del  tratamiento  debe 
ir  respaldada  por  hallazgos  de  laboratorio 
confiables.  Es  inútil  pretender  ser  preciso 
sin  ese  respaldo,  y aún  así  la  política  gene- 
ral es  la  de  proveer  al  paciente  con  lo  que 
aproximadamente  necesita,  y luego  confiar 
en  sus  mecanismos  homeostáticos. 

Como  medidas  terapéuticas  adyuvantes 
podemos  mencionar  la  inyección  intravenosa 
de  gluconato  de  calcio  5 a 10  cc  al  1%  cuan- 
do hay  tetania  o peligro  de  tetania. 

.Acostumbramos  añadir  vitaminas  B y C 
a la  segunda  o tercera  porción  de  líquidos.  A 
veces  hay  indicaciones  para  el  uso  de  vita- 
mina K.  Algunos  bebés  desarrollan  una  re- 
acción megaloblástica  y responden  bien  al 
ácido  fólico.  Quizás  esto  explique  los  bene- 
ficios que  antes  atribuíamos  al  extracto  de 
hígado. 

Debemos  ser  liberales  en  el  uso  de  trans- 
fusiones en  nenes  pequeños  seriamente  en- 
fermos, sobre  todo  si  están  algo  anémicos  y 
malnutridos. 

Realimentación 

(a)  Nada  por  boca  por  24  y preferiblemen- 
te 48  horas. 

No  se  administre  nada  por  vía  oral 
mientras  persistan  los  vómitos,  las  dia- 
rreas profusas,  la  anorexia,  la  distensión 
abdominal,  y los  signos  obvios  de  des- 
hidratación,  shock,  o toxicidad. 

(b)  .Administración  oral  de  agua,  glucosa  al 
5'’r  en  agua  y soluciones  electrolíticas 
débiles  por  un  día  o dos  después  de  ter- 
minado el  período  de  ayuno  completo. 

(c)  Se  comienza  la  realimentación  con  le- 
che descremada  conteniendo  10  calorías 
por  onza.  Con  intervalos  de  dos  días  se 
aumenta  a 12,  15  y luego  20  cals./oz. 
(fórmula  isocalórica) . 


.Algunos  bebés  responden  mejor  al  prin- 
cipio a las  leches  aciduladas  o a las  hipo- 
alergénicas. 

Más  importante  que  la  selección  de  la 
clase  de  leche  a ofrecerse  es  la  selección  del 
momento  apropiado  para  usarlas. 

En  todo  momento  la  realimentación  de- 
be ser  usada  como  una  aliada  en  nuestro 
propósito  de  mantener  el  equilibrio  acuoso. 
Deben  suministrarse  alrededor  de  150  cc  de 
lícjuidos  por  kilo  de  peso. 

Resumen  y Conclusiones 

El  tratamiento  de  las  diarreas  infantiles 
graves  consiste  básicamente  de  la  defensa  del 
equilibrio  acuoso  y electrolítco  en  el  bebé, 
amenazado  por  las  pérdidas  que  ocurren  en 
los  vómitos  y diarreas.  Hemos  enfatizado  los 
trastornos  fisiológicos  y bioquímicos  que  des- 
encadenan el  mal  y explican  los  síntomas  y 
las  complicaciones.  La  terapia  debe  ir  diri- 
gida a corregir  e.sos  trastornos,  orientada  por 
las  siguientes  líneas  generales: 

1 . Disminución  de  las  pérdidas  que  están 
dando  lugar  al  déficit.  Reemplazo  de  las 
pérdidas  que  ocurren  durante  el  curso 
del  tratamiento. 

2 . Reemplazo  del  déficit  acumulado  de 
agua  y electrólitos. 

3 . Provisión  de  los  requisitos  del  manteni- 
miento. 

4 . Corrección  de  ciertos  trastornos  especí- 
ficos asociados  a las  pérdidas  de  agua  y 
sales. 

(a)  Shock  hipovolémico 

(b)  Acidosis  metabólica 

(c)  Alteraciones  de  la  osmolaridad 

(d)  Trastornos  de  las  funciones  celula- 
res 

5.  Sosteniment^  y rehabilitación  del  pa- 
ciente con  especial  atención  a su  esta- 
do nutritivo. 
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1 Icinos  (jueridü  presentar  un  esquema  de 
tratamiento  relativamente  sencillo,  al  alcan- 
ce del  médico  práctico.  Lo  importante  es  el 
aplicar  los  principios  discutidos  con  un  grado 
mayor  o menor  de  refinamiento.  Pero  no 
podemos  prescindir  de  las  nociones  básicas 
ni  pretender  buscarle  una  solución  fácil  y 
automática  a un  problema  complejo.  El  mé- 
dico práctico  le  brindará  a sus  pacientes 
atención  individual  esmerada  e inteligente  y 
estará  atento  a las  complicaciones  que  exi- 
gen la  utilización  de  centros  con  mayores  fa- 
cilidades de  laboratorio  y otros  recursos. 

.\unque  hemos  dedicado  estas  páginas  al 
tratamiento  estamos  conscientes  de  que  la 
labor  más  efectiva  sería  la  preventiva.  La 
mejor  manera  de  combatir  las  diarreas  in- 
fantiles es  evitándolas. 

La  elevada  morbilidad  y mortalidad  de 
las  diarreas  infantiles  en  los  países  subdesa- 
rrolados  y en  vías  de  desarrollo  es  una  mani- 
festación y producto  de  un  ambiente  socio- 
económico desfavorable.  La  verdadera  res- 
ponsable es  la  comunidad,  de  la  cual  forma- 
mos parte. 

Summary  and  Conclusions 

The  treatment  of  severe  diarrheal  disease 
is  basically  a problem  of  fluid  and  electrolyte 
balance.  We  have  emphasized  the  physiolo- 
gical and  biochemical  changes  which  give 
rise  to  the  disturbance  and  explain  its  symp- 
toms and  complications.  Therapy  should  be 
aimed  at  the  reversal  of  these  changes.  These 
are  useful  guidelines: 

.\ims  of  therapy: 

1 . Diminution  of  concurrent  losses  and 
provision  for  their  replacement. 

2 . Replacement  of  deficits  of  water  and 
electrolytes. 

3.  Provision  of  maintenance  requirements. 


1 . Correction  of  certain  disturbances  asso- 
ciated with  loss  of  water  and  electro- 
lytes: 

(a)  Hypovolemic  shock 

(b)  Metabolic  acidosis 

(c)  Alterations  of  osmolality 

(d)  Disturbances  of  cellular  function 
5 . Support  and  rehabilitation  of  patient. 

.\ttention  to  nutritional  status. 

We  have  tried  to  present  a simple,  prac- 
tical plan  of  treatment.  The  important  thing 
for  the  practitioner  is  to  at  least  apply  its 
sound  general  principles.  We  have  not  at- 
tempted to  devise  an  easy,  automatic  plan  of 
therapy.  It  would  not  be  effective.  Seriously 
sick  infants  and  those  with  complications  will 
have  to  be  referred  to  centers  with  laborato- 
ry facilities  and  other  resources. 

I'hough  we  have  devoted  so  much  atten- 
tion to  therapy  we  are  conscious  that  much 
more  could  be  accomplished  by  prevention. 
The  best  way  to  combat  diarrheal  disease 
is  by  preventing  it. 

"Fhe  high  morbidity  and  mortality  of  in- 
fantile diarrhea  in  underdeveloped  and 
de\eloping  societies  is  merely  a reflection 
of  their  socio-economic  failings.  Diarrheal 
disease  is  truly  a community  responsibility. 
It  is  thru  community  effort  that  we  can  be 
most  helpful. 
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SEPSIS  IN  CHILDREN: 
A One-Year  Survey 


Margarita  C.  Costas,  M.D. 


During  the  past  years  the  pattern  of  bac- 
terial infection  has  changed  and  new  serious 
problems  have  appeared.  Of  these  the  in- 
creasing incidence  and  severity  of  infection 
with  Gram  negative  enteric  bacteria  ( 1 ) , the 
increasing  population  of  the  “severe  infec- 
tion prone”  child  surviving  from  chronic 
illnesses  ( 1 ) , the  “resistant  staphylococci” 
(2,  3,  4)  and  the  hospital  acquired  infections 
(5)  have  caused  great  concern.  In  order  to 
assess  the  problems  of  severe  bacterial  in- 
fections as  encountered  in  the  Pediatric 
Department  of  the  University  Hospital,  a 
sur\ey  of  all  such  infections  occurring  bet- 
ween January  1,  1963  and  January  1,  1964 
\vas  carried  out.  This  paper  presents  the 
results  obtained. 

Material  and  Methods 

The  term  severe  bacterial  infection  or  sepsis 
as  used  in  this  paper  refers  to  an  overwhelm- 
ing prostrating  illness  resulting  from  a sys- 
temic bacterial  invasion  leading  to  the  presen- 
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ce  of  bacteria  in  the  blood  stream  (septicemia), 
to  the  establishment  of  distal  foci  of  infection 
or  both.  During  the  12  months  of  the  study 
period  severe  bacterial  infection  was  encoun- 
tered in  a total  of  72  patients.  These  patients 
fulfilled  the  following  criteria:  (a)  patients 
below  13  years  of  age  admitted  to  the  Universi- 
ty Hospital  pediatric  wards,  including  the 
nursery  but  not  the  surgery  ward,  (b)  who  on 
admission  or  during  the  course  of  hospitaliza- 
tion presented  an  apparently  severe  septic  ill- 
ness, and  (c)  in  whom  at  least  one  positive 
bacterial  culture  was  obtained  from  the  blood 
or  the  systemic  site  involved  (in  this  series, 
spinal  fluid,  pleural  fluid  and  articular  fluid). 
The  blood  for  cultures  was  obtained  directly 
into  sterile  culture  vials  attached  to  disposable 
vacutamer  needles  which  had  been  inserted 
into  the  vein  after  preparation  of  the  clean 
skin  with  a 2%  aqueous  solution  of  iodine  and 
a 70'/(?  solution  of  alcohol  or  alcoholic  zephiran. 
In  two  cases  intracardiac  blood  cultures  and 
in  one  case  spinal  fluid  culture  were  obtained 
at  post  mortem  examination.  Three  newborn 
babies  with  transient  asymptomatic  bacteremia 
associated  with  exchange  transfusions  were 
not  included  in  the  study.  In  an  attempt  to 
evaluate  the  problems  related  to  severe  bac- 
terial infection  as  seen  in  the  different  age 
periods  the  patients  were  classified  as  follows: 
(a)  newborn:  patients  from  birth  up  to  but 
not  including  those  30  day  old;  (b)  infants: 
patients  from  30  days  to  under  12  months  of 
age;  (c)  childi'en:  patients  12  months  or  older. 
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The  term  “enteric  bacteria”  is  used  to 
include  all  Gram  negative  enteric  organisms 
encountered  in  this  series ; namely,  Pseudo- 
monas, E.  coli,  Klebsiella  and  Salmonella. 

An  infection  was  classified  as  hospital  ac- 
quired if  the  particular  signs  of  sepsis  were 
absent  on  admission  but  developed  later  dur- 
ing the  hospitalization,  if  positive  blood  cul- 
tures were  obtained  during  the  hospitalization 
in  patients  ■whose  admission  blood  cultures  had 
been  negative  or  both. 

Antibiotic  sensitivity  studies  were  done  by 
using  the  multiple  disc  method. 


Results 

Microorganisms  Cultured  and  Age  Distribu- 
tion: 

Table  I shows  the  etiological  agents  in- 
volved in  each  age  group.  Patients  were 
evenly  distributed  among  the  three  groups. 
The  23  newborn  babies  were  distributed  as 
follows:  University  Hospital  nursery  10  (9 
prematures  and  1 full  term)  ; babies  admitted 
from  the  outside  13  (6  prematures.  7 full 
temi) . 

The  “enteric”  bacteria  as  a group  were 
the  most  common  cause  of  sepsis  and  ac- 
counted for  39%  of  all  infections.  They 
predominated  in  the  newborn  period  (61% 
incidence)  and  in  the  infancy  period  (33% 
incidence).  They  accounted  for  8 of  the  10 
cases  of  sepsis  occurring  in  the  University 
Hospital  nursery’.  In  the  children  age  group 
coagulase  positive  Staph,  aureus  sepsis  was 
slightly  more  common  than  that  due  to 
enteric  bacteria. 

H.  influenza  together  with  Pneumococci 
accounted  for  28%  of  all  cases  of  sepsis. 
There  were  no  infections  with  these  two  or- 
ganisms in  the  newborn  age  group. 


Diagnosis  by  Systemic  Site  of  Involvement 
and  Etiology. 

Table  1 1 shows  the  diagnosis  by  systemic 
site  of  involvement  and  etiology.  The  most 
common  sites  involved  were  the  meninges, 
the  lungs,  the  articulo-osseous  system  and 
the  peritoneum. 

Purulent  meningitis  was  encountered  in 
24  instances.  Sixteen  of  these  were  caused 
by  H.  influenza  or  pneumococci.  Three  pa- 
tiens  with  enteric  bacterial  meningitis,  (E. 
coli  2,  and  Pseudomonas  1)  were  premature 
newborn  babies.  One  other  newborn  with 
purulent  meningitis  revealed  an  unclassified 
Gram  negative  bacillus  in  the  spinal  fluid. 
Two  patients  with  staphylococcal  meningitis 
developed  the  condition  following  head 
trauma  with  abscess  formation  in  one  and 
following  surgery  for  brain  tumor  in  the 
other.  Two  patients  age  7 months  and  4 
years  respectively  had  purulent  meningitis 
with  cerebrospinal  fluid  culture  positive  for 
Mima  polymorpha.  One  8 month  old  infant 
developed  a purulent  pneumococcal  menin- 
gitis 5 months  after  a ventriculo-atrial  shunt 
for  hydrocephalus.  She  responded  well  to 
antibiotics  and  placement  of  a new  valve. 
.A  similar  situation  has  recently  been  seen 
in  another  patient.  The  findings  of  pneumo- 
coccal meningitis  in  these  two  patients  is 
in  contrast  to  the  usual  situation,  -in  which 
severe  infections  following  a ventriculo-va.s- 
cular  shunt  operation  for  hydrocejdialus 
occur  shortly  after  surger)-  and  are  usually 
due  to  Staphylococci  (6). 

Eighteen  patients  with  sepsis  showed  pul- 
monary involvement.  Eight  of  these  had 
positive  blood  or  pleural  fluid  cultures  for 
coagulase  ])ositive  Sta])hylococcus  aureus. 
In  all  ])atients  with  em|)yema  encountered 
in  the  study  (four  infants  and  one  child) 
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TABLE  I ETIOLOGIC  AGENTS  BY  AGE  GROUP 


Etiology 

Newborns 

(23) 

Age  Group 
* Infants 

(24) 

Children 

(25) 

Total  (72) 

S.  aureus 

7 

5 

7 

19 

H.  influenza 

0 

4 

6 

10 

Pneumococcus 

0 

6 

4 

10 

Streptococcus 

1 

0 

1 

2 

Mima  polymorpha 

0 

1 

1 

2 

Unclassified 

1 

0 

0 

1 

Enteric  bacterias 

14 

8 

6 

28 

E.  coli 

8 

2 

3 

13 

Pseudomonas 

2 

2 

2 

6 

Klebsiella 

3 

1 

0 

4 

Salmonella 

0 

2 

1 

3 

Mixed 

1 

1 

0 

2 

* Number  in  parenthesis  indicates  the  total  patients  in  each  age  group 


coagulase  positive  Staph,  aureus  was  the 
involved  pathogen.  Pneumococcus  septice- 
mia was  encountered  in  three  infants  with 
acute  pulmonary  disease  one  of  whom  showed 
a lobar  type  of  pneumonia  with  consolida- 
tion of  the  right  upper  lobe.  Enteric  bacteria 
septicemia  was  associated  with  pulmonary 
involvement  in  seven  instances.  Three  of 
these  (1  Pseudomonas,  2E.  coli)  also  had 
evidence  of  severe  renal  involvement  by  the 
same  pathogen  present  in  the  blood.  The 
other  four  patients  with  enteric  bacterial 
infection  and  lung  involvement  were  distri- 
buted as  follows:  one  infant  with  Salmo- 
nella type  B septicemia  and  lobar  pneumonia, 
one  child  with  myelogenous  leukemia  and 
pseudomonas  sepsis,  and  2 premature  babies 
with  Klebsiella  and  E.  coli  sepsis,  respecti- 
vely, whose  autopsy  revealed  bilateral 
bronchopneumonia  in  one  and  bilateral 


bronchopneumonia  and  primary  peritonitis 
in  the  other. 

Articulo-osseous  involvement  was  present 
in  5 patients,  distributed  as  follows:  Sta- 
phylococcal arthritis  3 1 newborn  and  2 
children)  ; Klebsiella  arthritis  in  one  new- 
born, and  staphylococcal  osteomyelitis  in 
one  child.  All  patients  with  articulo-osseous 
involvement  survived  except  the  one  with 
Klebsiella  sepsis. 

Underlying  Conditions-. 

In  57  patients  one  or  more  underlying 
illnesses  were  encountered.  This  is  shown  in 
Table  III.  In  the  newborn  group  15  of  the 
23  patients  were  premature.  Severe  acute 
gastroenteritis  was  apparently  the  condition 
leading  to  systemic  enteric  bacterial  sepsis 
in  six  premature  and  six  full  term  babies. 
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TABLE  ÍI 

DIAGNOSIS  BY 

SYSTEMIC 

SITE  OF 

INVOLVEMENT 

Diagnosis 

Staph,  aureus 

Enteric 

Bacteria 

Etiology 

Pneumococcus  H.  Influenza 

Other* ** 

Septicemia 

4 

14 

1 

0 

2 

**  Meningitis 

2 

3 

6 

10 

3 

Septicemia  with 
bronchopneumonia 

3 

3 

3 

0 

0 

Septicemia  with 
bronchopneumonia  and 

0 

1 

0 

0 

0 

primary  peritonitis 
Septicemia  with 
bronchopneumonia  and 

0 

1 

0 

0 

0 

pyelonephritis 

Septicemia  with 
bronchopneumonia, 

0 

1 

0 

0 

0 

primary  peritonitis  and 
septic  renal  emboli 
Septicemia  with  lung 
abscesses  and 

0 

1 

0 

0 

0 

pyelonephritis 
**  Empyema 

4 

0 

0 

0 

0 

**  Empyema  and  septic 

1 

0 

0 

0 

0 

arthritis 

**Osteomyilitis  and  septic 

arthritis  3 

1 

0 

0 

0 

Septicemia  with 

1 

0 

0 

0 

peritonitis 

Septicemia  with  primary 
peritonitis  and 

1 

0 

1 

0 

0 

0 

pancarditis 

Septicemia  with 
paravertebral  abscess 

0 

1 

0 

0 

0 

Septicemia  with 
endocarditis 

1 

0 

0 

0 

0 

TOTAL 

19 

28 

10 

10 

5 

* Inchides  2 streptococci,  2 Mima  pohjmorpha,  1 unclaamfied. 

**  Septicemia  may  or  may  not  be  present. 
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TABLE  III  UNDERLYING  DISEASES  IN  57  PATIENTS  WITH  SEPSIS 


Underlying  Disease 

Newborn  (23)* 

Age  Group 
Infants  (24) 

Children  (25) 

Prematurity 

15 

Malnutrition 

13 

8 

Congenital  defects 

1 

5 

1 

Megaloblastic  anemia 

5 

3 

Leukemia 

2 

Hypoplastic  anemia 

1 

Iron  deficiency  anemia 

1 

1 

Anemia  cause  unde- 

termined 

1 

5 

1 

Acute  gastroenteritis 

14 

2 

0 

(6  prematures) 

Chronic  gastroenteritis 

3 

2 

Nephrosis 

1 

Trauma 

1 

Measles 

1 

Unrecognized 

intussusception 

1 

Tetanus  neonatorum 

1 

Brain  tumor 

1 

* Number  in  parenthesis  indicates  the  total  patients  in  each  age  group. 


Two  other  babies  with  severe  acute  gastro- 
enteritis developed  staphylococcal  sepsis. 
Congenital  anomalies  of  the  kidney  played 
an  important  role  in  the  development  of 
sepsis  in  one  newborn  baby. 

In  the  infant  group  malnutrition*  was 
present  in  13  patients.  Sepsis  was  associated 
with  the  following  congenital  defects  in  5 
instances:  congenital  heart  disease,  2;  mon- 
golism and  annular  pancreas,  1 ; hydroce- 
phalus, 1;  and  biliary  atresia,  1.  Five  patients 
in  the  infant  group  had  evidence  of  megalo- 
blatic  anemia  by  bone  marrow  studies.  Three 

Weight  below  the  third  percentile  by  the 
Stuart  Anthropometric  Tables. 


of  these  infants  had  history  of  diarrhea  for. 
more  than  3 weeks  preceding  onset  of  the 
severe  infection.  Two  infants  presenting  as 
severe  acute  gastroenteritis  on  admission 
subsequently  died  of  systemic  infection.  1 
In  the  children  age  group  serious  primary, 
hematological  conditions  were  present  in  6 
instances:  megaloblastic  anemia  3,  leukemia' 
2,  hypoplastic  anemia  1.  Two  of  the  children' 
with  megaloblastic  anemia  had  history  of 
chronic  diarrhea.  j 

The  following  maternal  factors  were 
present  in  the  group  of  10  newborn  babies 
from  the  Univ.ersity  Hospital  with  sepsis:] 
toxemia  of  pregnancy  3;  third  trimester 
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TABLE  IV  GENERAL  CLINICAL  MANIFESTATIONS  BY  AGE  GROUP  IN  THE  19  CASES  OF 

STAPHYLOCOCCAL  SEPSIS 


Manifestation 

Newborn  (7)* 

Age  Group 

Infants  (5)  Children  (7)  Total  (19) 

Fever 

4 

5 

7 

16 

Hypothermia 

3 

0 

0 

3 

Vomiting  or  refusal 

of  feedings 

5 

1 

3 

9 

Diarrhea 

2 

0 

0 

2 

Abdominal  distention 

3 

3 

1 

7 

Bleeding  tendencies 

1 

0 

1 

2 

Jaundice 

4 

0 

0 

4 

Convulsions 

1 

0 

2 

3 

* Number  in  parenthesis  indicates  the  total  patients  in  each  age  group 

TABLE  V GENERAL  CLINICAL  MANIFESTATION 

BY  AGE  GROUP  IN  28 

CASES 

OF  GRAM 

NEGATIVE  ENTERIC  BACTERIA  SEPSIS 

Manifestation 

Newborn  (14)* 

Infants 

Age 

(8) 

Group 

Children  (6) 

Total  (28) 

Fever 

1 

7 

6 

14 

Hypothermia  or 
normal  temperature 

13 

1 

0 

14 

Vomiting  or  refusal 
of  feedings 

7 

1 

2 

10 

Acute  severe 
diarrhea 

12 

2 

0 

14 

Abdominal  distention 

6 

1 

3 

10 

Bleeding  tendencies 

8 

3 

3 

14 

Jaundice 

6 

2 

1 

9 

Convulsions 

1 

1 

1 

3 

* Number  in  parenthesis  indicates  the  total  patients  in  each  age  group. 
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bleeding  3;  premature  rupture  of  the  mem- 
branes ‘¿;  total  placenta  previa  1.  Three 
babies  were  born  by  cesarean  section. 

General  Clinical  Manifestations ■' 

Tables  IV  and  V summarize  the  most 
common  general  clinical  manifestation?  en- 
countered in  the  cases  of  staphylococcal  and 
enteric  bacterial  sepsis  in  relation  to  the  age 
groups.  Hypothenuia*  was  an  outstanding 
feature  in  the  group  of  newborn  babies, 
being  encountered  in  13  of  the  14  with  en- 
teric bacterial  sepsis.  Abdominal  distention 
with  hypoperistalsis  was  encountered  in  ap- 
proximately 1/3  of  the  staphyloccal  and  en- 
teric bacterial  sepsis.  Bleeding  tendencies 
manifested  as  petechiae,  ecchymoses,  hema- 
temesis  or  melena  were  a prominent  feature 
of  enteric  bacterial  sepsis,  occuring  in  50% 
of  all  cases.  Jaundice  as  a general  clinical 
manifestation  of  sepsis  was  encountered  in 
32%  of  the  enteric  bacterial  sepsis  and  in 
21%  of  staphyloccal  sepsis.  In  the  group  of 
patients  with  staphylococcal  sepsis  the  occur- 
rence of  jaundice  was  limited  to  the  newborn 
period.  In  contrast  to  this  in  enteric  bacteria 
sepsis  1/3  of  the  patients  with  jaundice  were 
infants  and  children.  Severe  diarrhea  was 
present  in  12  of  the  14  newborn  babies  with 
enteric  bacteria  sepsis. 

Source  of  the  Infection: 

Twenty  of  the  total  72  patients  acquired 
the  infection  in  the  University  Hospital.  This 
is  shown  in  Table  VI.  Eighty  percent  of  the 
hospital  acquired  infections  were  due  to 
enteric  bacteria.  Twelve  of  the  patients 
(Table  VII)  with  hospital  acquired  infec- 
tions (60%  were  newborn  babies  and  of 
these,  nine  were  prematures  from  the  Univer- 
sity Hospital  nursery. 

" Repeated  rectal  temperatures  below  99°  F. 


TABLE  VI  ETIOLOGIC  AGENTS  BY 
SOURCE  OF  INFECTION 


Etiology 

Total 

Patients 

Hospital 

Acquired 

Infections 

Staphylococci 

19 

3 

Gram  negative 

enteric 

bacteria 

28 

16 

Others 

25 

1 

Total 

72 

20 

TABLE  VII  HOSPITAL  ACQUIRED  INFECTIONS 
BY  AGE  GROUP 


Age  Group 

Total 

Patients 

Hospital 

Acquired 

Infection 

Newborn 

23 

12 

Infants 

24 

3 

Children 

25 

5 

Total 

72 

20 

Antibiotic  Sensitivities:  j 

Results  obtained  with  staphylococci  and  I 
E.  coli  organisms  are  summarized  in  Table  i 
VIH.  All  staphycococci  isolated  from  the  j 
patients  and  tested  were  resistant  to  penicillin  j 
but  susceptible  to  chloramphenicol  and! 
methicillin  Staphcillin) . In  general  over 
50%  of  the  E.  coli  organisms  tested  were 
resistant  to  tetracycline,  kanamycin  and 
streptomycin.  E.  coli  organisms  were  sensitive  ; 
to  colistin  (Coly-Mycin)  in  the  four  instances 
tested. 
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Mortality: 

Table  IX  shows  the  mortality  for  each 
age  group  by  etiologic  agent. 

Forty-two  patients  (58%)  died.  Of  these, 
12  died  during  the  first  48  hours  after  ad- 
mission. The  mortality  was  highest  for  the 


newborn  age  period  (91%)  and  lowest 
(36%)  in  the  children  age  group. 

In  relation  to  the  etiologic  agent  involved, 
the  highest  mortality  figures  were  encounter- 
ed in  the  “enteric  bacteria”  sepsis;  newborn 
100%,  infants  50%  and  children  83%. 


TABLE  VIII  ANTIBIOTIC  SENSITIVITIES:  STAPHYLOCOCCI  AND  E.  COLI 


Antibiotic 

Staphylococci 
Total  number  of 
determinations 

Resistant 

Sensitive  ' 

E.  Coli 

Total  number  Resistant 
of  deter- 
minations 

Sensitive 

Penicillin 

17 

17 

0 

0 

— 

— 

Erithromycin 

17 

3 

14 

0 

— 

— 

Chloromycetin 

17 

0 

17 

9 

4 

5 

Tetracycline 

17 

5 

12 

9 

5 

4 

Kanamycin 

17 

2 

15 

9 

5 

4 

Staphcillin 

12 

0 

12 

0 

— 

— 

Streptomycin 

15 

2 

13 

9 

8 

1 

Coly-Mycin 

0 

— 

— 

4 

0 

4 

TABLE  IX  MORTALITY  BY  ETIOLOGY  AND  AGE  GROUP 


Deaths  by  Age  Group 

Etiology  Total  Newborn  Infants  Children  Total 


Staph,  aureus 

19 

6 

( 

7)  * 

2 

( 

5) 

1 

( 

7) 

9 

(19) 

H.  influenzae 

10 

0 

( 

0) 

2 

( 

4) 

2 

( 

6) 

4 

(10) 

Pneumococcus 

10 

0 

( 

0) 

4 

( 

6) 

0 

( 

4) 

4 

(10) 

Streptococcus 

2 

1 

( 

1) 

0 

( 

0) 

1 

( 

1) 

2 

( 2) 

Mima  polymorpha 

2 

0 

( 

0) 

0 

( 

1) 

0 

( 

1) 

0 

( 2) 

Enteric  bacterias 

28 

14 

(14) 

4 

( 

8) 

5 

( 

6) 

23 

(28) 

Unclassified 

1 

0 

( 

1) 

0 

( 

0) 

0 

( 

0) 

0 

( 1) 

Total 

21 

(23) 

12 

(24) 

9 

(25) 

42 

(72) 

Number  in  parenthesis  indicates  the  total  patients  with  sepsis  due  to  the  specified  etiology  in 
each  age  group. 
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Comment 

The  role  played  by  previous  antibiotic 
therapy  as  a triggering  factor  leading  to 
serious  bacterial  infection  could  not  be 
properly  evaluated  in  this  study  because  of 
the  lack  of  complete  information  in  the 
referral  history.  Also  since  this  study  includes 
only  bacteriologically  proven  sepsis  one  is 
likely  to  screen  out  the  patients  with  falsely 
negative  cultures  due  to  prior  antibiotic 
therapy.  Information  available  on  the  10 
newborn  babies  from  the  University  Hospital 
nursery  revealed  that  none  of  them  had 
received  prophylactic  antibiotics.  All  were 
started  on  antibiotic  therapy  at  the  time 
of  onset  of  the  septic  symptoms.  In  the  ma- 
jority of  these  babies  there  was  a time  lapse 
of  more  than  five  days  between  birth  and 
onset  of  the  septic  picture.  Nine  of  the  new- 
born babies  were  treated  with  penicillin  and 
kanamycin.  This  therapy  was  given  for  pe- 
riods of  time  ranging  from  less  than  48 
hours  (4  patients)  to  2 to  21  days  (5  pa- 
tients) prior  to  death.  None  of  the  10  pa- 
tients survived. 

The  best  results  were  observed  in  9 
patients  with  staphylococcal  sepsis  and  well 
established  distal  foci  of  infection  such  as 
empyema,  septic  arthritis  and  osteomyelities, 
who  received  antibiotic  therapy  for  prolonged 
periods  ranging  from  4 to  6 weeks  and  includ- 
ing methicillin  as  one  of  the  antibiotics  given. 
The  only  death  in  this  group  had  a severe 
congenital  heart  disease. 

Four  of  the  18  patients  with  primary 
purulent  meningitis  beyond  the  newborn 
period  died.  It  is  of  interest  that  the  deaths 
of  3 of  these  patients  occurred  during  the 
first  2 hours  after  admission  and  apparently 
their  condition  had  not  been  recognized 
early,  so  that  they  were  referred  to  this 


hospital  in  a terminal  state.  The  other  fifteen 
patients  except  one,  responded  well  to  initial 
triple  antibiotic  therapy  consisting  of  par- 
renteral  penicillin,  sulfadiazine  and  chlo- 
ramphenicol. The  only  death  in  this  group 
had  a subdural  empyema,  intraventricular 
and  subarachnoid  hemorrhage  and  an  in- 
ternal hydrocephalus  at  autopsy. 

The  predominance  of  enteric  bacteria 
sepsis  encountered  in  this  study  is  remark- 
able. Johnston  and  Sell  ( 1 ) recently  publish- 
ed a series  of  198  children  with  septicemia 
occurring  over  a seven  year  period  ( 1956-62) , 
54  of  which  (22%)  were  due  to  enteric 
bacteria.  They  commented  on  the  rising  in- 
cidence of  Gram  negative  septicemia.  The 
high  mortality  associated  with  this  type  of 
infection  explains  in  part  the  high  mortality 
in  our  series.  The  problem  of  management 
of  enteric  bacteria  sepsis  remains  unsolved. 
At  present  we  are  trying  to  delineate  further 
the  factors  leading  to  sepsis  with  these  or- 
ganisms and  their  antimicrobial  sensitivity 
pattern.  This  will  help  us  in  establishing 
proper  preventive  measures  and  effective 
antimicrobial  therapy. 

Summary  and  Conclusions 

The  results  of  a one  year  survey  of  severe 
bacterial  infection  occurring  in  children 
admitted  to  the  Pediatric  Service  of  the 
University  Hospital  have  been  reported.  The 
diagnosis  was  established  in  72  patients  based 
on  the  clinical  picture  and  the  corroboration 
by  cultures  of  blood  and  systemic  sites.  The 
following  items  were  briefly  analyzed:  age 
distribution,  diagnosis  by  systemic  site  of  in- 
volvement, underlying  conditions  present, 
general  clinical  manifestations,  source  of  in- 
fection, mortality  and  antibiotic  therapy. 

The  enteric  bacteria  posed  the  most  seri- 
ous problems  in  that  (a)  as  a group  they 
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were  the  most  commonly  involved  agents 
and  accounted  for  39%  of  the  infections  and 
61%  of  those  occurring  in  the  newborn 
period;  (b)  they  were  the  most  common 
agents  involved  in  the  University  Hospital 
acquired  infections  accounting  for  80%  of 
them;  (c)  the  majority  of  these  bacteria  were 
resistant  to  the  antibiotics  commonly  used; 
(d)  infections  with  these  bacteria  carried  the 
highest  mortality:  newborn  babies  100%, 
infants  50%  and  children  83%. 

As  far  as  the  high  mortality  is  concerned, 
due  consideration  must  be  given  to  the  role 
played  by  underlying  condition  present  con- 
comitantly, such  as  prematurity,  acute  and 
chronic  gastroenteritis,  malnutrition  and 
megaloblastic  anemia.  These  conditions  are 
commonly  found  in  local  indigent  children 
and  in  the  present  study  were  encountered 
in  a high  proportion  of  cases  in  association 
with  sepsis. 

Resumen 

Se  han  informado  los  resultados  de  un 
estudio  sobre  infecciones  bacterianas  severas 
en  niños  llevado  a cabo  en  el  Hospital  Uni- 
versitario entre  el  primero  de  enero  de  1963 
y el  primero  de  enero  de  1964.  El  diagnóstico 
de  infección  bacteriana  severa  se  estableció 
en  72  pacientes  basándose  en  el  cuadro  clíni- 
co corroborado  por  cultivos  positivos  de  san- 
gre y líquido  cefalorraquídeo,  pleural  o sino- 
vial.  Los  siguientes  aspectos  de  estas  infec- 
ciones fueron  presentados:  distribución  por 
edades,  órganos  afectados,  condiciones  aso- 
ciadas, manifestaciones  clínicas  generales  y 
mortalidad. 

El  estudio  demostró  que  las  bacterias  en- 
téricas constituyen  un  grave  problema  ya 
que:  (a)  fueron  la  causa  más  común  de  in- 
fecciones en  el  grupo  en  general  (39%),  y en 


particular  en  los  recién  nacidos  (61%),  (b) 
fueron  el  agente  etiológico  del  80%  de  las 
infecciones  adquiridas  en  el  hospital,  (c)  la 
mayoría  de  estas  bacterias  fueron  resistentes 
a los  antibióticos  usados  comúnmente,  (d)  la 
mortalidad  de  los  pacientes  con  estas  infec- 
ciones fue  alta  (100%  en  el  período  neona- 
tal) . 

Las  siguientes  condiciones  estaban  pre- 
sentes en  una  proporción  alta  de  los  pa- 
cientes: prematuridad  gastroenteritis,  mal- 
nutrición  y anemia  megaloblástica.  Se  consi- 
dera que  estas  condiciones  afectan  adversa- 
mente la  incidencia  y mortalidad  de  infec- 
ciones severas  en  los  niños  admitidos  al  Hos- 
pital Universitario. 
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ABDOMINAL  TUBERCULOSIS 
IN  CHILDREN 


Milton  Alvarez-Pagán,  M.D. 
José  E.  Sifontes,  M.D. 


Abdominal  tuberculosis  is  a term  used 
to  include  the  various  manifestations  ot 
tuberculosis  of  the  organs  in  the  abdominal 
cavity.  The  gastrointestinal  tract,  the  me- 
senteric lymph  nodes  and  the  peritoneum  are 
involved.  (1)  Rarely  in  miliary  or  hemato- 
genous tuberculosis  the  liver,  the  spleen  and 
the  fallopian  tubes  may  be  involved.  The 
gall  bladder  is  rarely  and  the  pancreas  al- 
most never  affected.  (2) 

Since  the  advent  of  specific  antimicrobial 
therapy  for  tuberculosis,  the  incidence  of  ab- 
dominal tuberculosis  has  decreased  consider- 
ably. (3)  In  1933,  among  1,000  consecutive 
autopsies  studied  at  the  Philadelphia  General 
Hospital  by  Boles  and  Gershon  226  (23%) 
were  found  to  have  evidence  of  healed  or 
active  pulmonary  tuberculosis  and  63  (6%) 
showed  lesions  compatible  with  intestinal 
tuberculosis.  (4)  In  1947  Warmoes  and 
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Gyselin  reported  an  incidence  of  23%  among 
patients  with  pulmonary  tuberculosis.  In 
contrast,  the  same  authors,  in  1951,  reported 
an  incidence  of  1%.  From  then  on  it  has 
been  observed  mostly  in  tuberculous  patients 
receiving  no  antimicrobial  therapy.  In  Puerto 
Rico  the  incidence  is  not  accurately  known. 
In  the  sanatoria  the  condition  is  rarely  ob- 
served. At  the  University  Hospital  in  Rio 
Piedras  among  children  and  adolescents  we 
see  about  one  case  of  abdomnial  tuberculosis 
. annually  as  compared  to  eight  of  tuberculous 
meningitis. 

Etiology  and  Pathogenesis: 

In  the  United  States  and  Puerto  Rico 
the  bovine  bacillus  is  no  longer  the  main 
etiological  agent.  Infection  is  now  usually 
caused  by  human  strains  of  the  bacillus. 

Primary  lesions  of  the  gastrointestinal 
tract  may  occur  in  uninfected  individuals  as 
a result  of  ingestion  of  tubercle  bacilli,  but 
this  is  now  rare.  More  commonly  the  lesion 
in  the  abdominal  organs  is  the  result  of  spread 
from  a pulmonary  lesion.  In  children  the 
primary  pulmonary  lesion  is  often  healed  by 
the  time  abdominal  tuberculosis  becomes  ap- 
parent. In  adults  cavitary  pulmonary  disease 
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is  often  present.  (5)  Inoculation  occurs  from 
swallowed  bacilli  or  by  way  of  lymphatic  or 
hematogenous  spread. 

The  basic  intestinal  lesion  develops  more 
commonly  in  the  small  or  large  intestine. 
It  starts  as  a small  tubercle  which  frequently 
involves  the  Peyer’s  patches.  As  it  breaks 
down,  the  typical  ulcer  is  produced.  The 
predominant  location  is  in  the  ileum  and 
cecum.  In  the  small  intestine  the  ulcer  is 
small,  of  smooth  contour  and  its  rings  are 
perpendicular  to  the  intestinal  axis.  In  the 
large  intestine  it  is  larger,  more  irregular, 
serpiginous,  and  there  is  greater  involvement 
in  the  neighboring  lymphatic  vessels.  ( 1 ) 
(6)  When  severe  intestinal  lesions  exist,  per- 
itonitis is  always  present  to  some  degree.  The 
ulcers  may  follow  a progressive  course,  heal 
uneventfully  or  heal  with  sequelae  such  as 
strictures,  partial  or  complete  intestinal  obs- 
truction and  adhesions.  (7)  Sometimes  there 
may  be  an  increase  in  the  connective  tissue 
of  the  bow’el  and  thickening,  particularly  of 
the  muscular  layer,  resulting  in  a pseudotu- 
mor and  narrowing  of  the  intestinal  lumen. 
This  lesion  is  called  the  hypertrophic  type 
and  usually  occurs  in  the  cecum.  (3). 

The  lesions  in  the  alimentary  canal  usual- 
ly involve  the  mesenteric  lymph  nodes,  oc- 
casionally the  retroperitoneal  nodes.  After  un- 
dergoing enlargement  and  variable  necrosis, 
calcification  gradually  ensues  and  often,  be- 
cause of  absence  of  symptoms  this  is  not  de- 
tected unless  a roentgenographic  examina- 
tion of  the  abdomen  is  made.  Sometimes  the 
lymph  nodes  may  grow  appreciably  in  size, 
leading  to  signs  and  symptoms  due  to  com- 
pression of  important  structures.  The  break- 
down, either  of  mesenteric  lymph  nodes  or 
of  massive  intestinal  lesions,  leads  to  perito- 
nitis. Further  seeding  of  peritoneal  surfaces 
may  lead  to  adhesions  which  will  virtually 


“drown”  the  intestinal  loops.  This  favors  per- 
foration and  the  formation  of  fistulae. 

Direct  involvement  of  the  appendix  is  un- 
common. When  it  occurs,  it  leads  to  obs- 
truction of  the  lumen,  abscess  formation,  and 
most  frequently  perforation,  so  that  appen- 
dicitis may  be  the  first  manifestation  of  the 
disease. 

Symptoms: 

Early  symptoms  of  abdominal  tuberculosis 
are  usually  so  mild,  variable  and  intermit- 
tent in  nature  as  to  be  disregarded.  (8)  In 
a patient  known  to  have  pulmonary  tubercu- 
losis suspicion  can  be  aroused  by  a change 
in  attitude  toward  food,  discomfort  some- 
times aggravated  by  food  ingestion  and  re- 
lieved by  fasting,  nausea  and  vomiting,  ano- 
rexia, alternating  diarrhea  and  constipation, 
slight  rise  of  temperature  in  the  afternoon, 
loss  of  weight  or  failure  to  gain  weight,  and 
mild  pain.  (9)  Later  the  disease  may  present 
more  characteristic  symptoms.  As  a rule  they 
are  persistent  in  nature  and  the  patient  gra- 
dually becomes  cachectic  and  anemic.  In  en- 
terocolitis diarrhea  becomes  constant,  and  is 
accompanied  by  flatulence,  marked  abdom- 
inal distention,  diffuse  abdominal  pain  and 
loss  of  weight.  An  ileocecal  lesion  may  be 
silent,  but  as  a rule  localization  of  pain  in 
the  right  iliac  fossa  and  the  peri-umbilical 
region  will  occur.  Very  frequently  its  symp- 
toms may  simulate  those  of  ap]X'ndicitis,  tum- 
ors or  intestinal  obstruction.  Peritonitis  has 
pain  as  its  cardinal  sym|)tom,  but  its  charac- 
teristics are  so  indefinite  that  the  condition 
may  frequently  be  overlooked.  Ascites  and 
pal]jable  doughy  masses  in  the  abdomen  may 
be  |jresent  in  the  severe  cases. 

I’he  disease  is  frequently  overlooked  in 
its  early  stages  and  the  diagnosis  often  comes 
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as  a surprise  on  surgical  exploration.  The  fol- 
lowing case  reports  illustrate  the  varied  sym- 
ptomatology, management  and  response  to 
therapy  of  these  patients. 

Ca  se  Reports 

Ca.se  1.  Tuberculous  Peritonitis 

A M/2  year  old  boy  was  admitted  to  the 
University  Hospital  on  February  8,  1961  be- 
cause of  swelling  of  the  abdomen  of  three 
months  duration.  About  six  months  prior  to  * 
admission  he  became  anorexic,  pale  and  began 
to  lose  weight.  He  was  treated  with  piperazine 
and  he  expelled  many  round  worms  (Ascaris 
lumbricoides) . Three  months  later  his  parents 
began  to  notice  gradual  bulging  of  the  abdo- 
men. Despite  supportive  therapy  his  symptoms 
gradually  progressed.  One  month  prior  to  ad- 
mission a flat  plate  of  the  abdomen  suggested 
the  presence  of  ascites. 

Past  medical  history  revealed  chronic  cough 
and  symptoms  suggestive  of  asthma  since  the 
age  of  one  and  a half.  At  the  age  of  seven 
months  he  was  hospitalized  three  weeks  for 
severe  diarrhea. 

The  patient’s  father,  a farmhand,  was  liv- 
ing and  well  at  age  25.  The  mother,  26,  as  well 
as  two  other  siblings,  suffered  from  a chronic 
cold.  His  maternal  grandmother  and  uncle 
suffered  from  bronchial  asthma.  There  was 
no  history  of  tuberculosis  in  the  family  or 
contacts  in  the  neighborhood. 

On  physical  examination  the  boy  was  pale 
and  malnourished  but  in  no  distress.  His  weight 
was  38  lbs.,  pul.se  140,  respiration  24,  BP  100/ 

60,  temperature  37. 2^0.  His  sclerae  were  pale. 
Abundant  mucoid  discharge  was  evident  in 
both  nostrils.  Discrete,  small  non-tender  cer- 
vical nodes  were  palpable  in  both  posterior 
cervical  triangles.  Auscultation  of  the  lungs 
revealed  inspiratory  rhonchi  transmitted  from 
the  upper  respiratory  tract.  The  heart  was 
normal.  The  abdomen  appeared  globose  and 
shiny;  venous  distention  was  very  evident. 

An  ascitic  fluid  wave  could  be  elicited.  Genita- 
lia and  extremities  appeared  normal.  Neuro- 
logical examination  was  negative. 


Laboratory  findings  were:  hemoglobin,  10 
gms  per  cent,  leukocyte  count,  6,050  per  cu. 
with  66%  segmented  neutrophiles,  29%  lym- 
phocytes, 4%  eosinophiles,  1%  monocytes. 
Urinalysis  was  negative.  Stools  were  positive 
for  ova  of  Trichiuris  trichiura.  Cephalin  floc- 
culation was  negative;  total  protein,  8.8  gm.; 
albumin,  4.45  gm;  globulin,  3.35  gm;  serum 
transaminase  14  units  (SCOT)  and  less  than 
8 units  (SGPT).  PPD  — (5  TU)  produced 
an  18  mm  induration.  There  were  no  reactions 
to  histoplasmin  and  Battey  skin  tests.  Roent- 
genogram of  the  chest  was  negative.  An  up- 
per gastrointestinal  study  failed  to  reveal  any 
abnormality.  An  electrocardiographic  tracing 
showed  normal  findings. 

While  diagnostic  studies  were  being  car- 
ried out  the  patient  received  a low  salt  diet. 
He  remained  afebrile  and  lost  about  six  pounds 
of  weight.  The  ascites  diminished  to  such  an 
extent  that  at  one  time  its  presence  was  ques- 
tioned by  one  of  the  attending  physicians. 

The  diagnosis  of  a mesenteric  cyst  was  en- 
tertained, and  on  March  6,  1961  an  exploratory 
laparotomy  was  performed  under  general  anes- 
thesia. The  peritoneum  was  markedly  thicken- 
ed. The  mesentery  and  the  outer  wall  of  the 
intestine  were  seeded  with  numerous  nodules 
ranging  from  one  to  four  centimeters  in  dia- 
meter. A small  amount  of  yellowish  liquid  was 
present  in  the  peritoneum.  Study  of  frozen 
sections  from  the  outer  wall  of  the  colon  and 
an  adjacent  lymph  node  revealed  chronic  gra- 
nulomatous inflammation  with  focal  caseation 
necrosis.  Hematoxylin-eosin  stained  sections 
revealed  that  the  architecture  of  the  lymph 
nodes  appeared  replaced  by  numerous  tuber-- 
cles  composed  of  epithelioid  cells,  Langhan’s 
cells  and  surrounded  by  lymphocytes.  Caseation 
necrosis  was  observed  in  many  of  these  tu- 
bercles. A fragment  of  colon  was  identified  in 
the  specimen  and  showed  numerous  tubercles 
at  the  serosa.  The  wall  was  thickened  and  few 
inflammatory  cell=  were  seen.  No  ulceration 
was  noted.  Speci’I  stains  revealed  acid  fast 
bacilli. 

Therapy  was  started  immediately  with 
streptomycin  sulfate,  0.5  gm.  every  12  hours, 
and  isoniazid,  100  mg  every  8 hours.  The  post 
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operative  course  was  very  smooth  and  he  was 
discharged  five  days  after  operation  to  be  fol- 
lowed up  at  our  Pediatric  Chest  Clinic.  Ther- 
apy was  continued  with  100  mg  of  isoniazid 
three  times  a day  and  1 gm.  of  para-amino- 
salycilic  acid  four  times  a day.  Isoniazid  was 
still  being  given  on  his  last  visit  to  clinic  in 
June  1964,  at  which  time  he  was  asymptomatic 
and  weighed  49  pounds. 

Case  2.  Tuberculous  mesenteric  lymphadenitis 

A 9 year  old  boy  was  admitted  to  the  Uni- 
versity Hospital  on  December  14,  1962  because 
of  “a  mass  in  the  abdomen”.  For  about  one 
month  prior  to  admission  he  had  lost  his  ap- 
petite and  a few  pounds  of  weight.  No  symp- 
toms referable  to  the  gastrointestinal  system 
could  be  elicited.  No  fever  had  been  observed. 

Past  medical  history,  family  history  and 
review  of  systems  were  not  contributory. 

Physical  examination  on  admission  reveal- 
ed a poorly  developed,  malnourished,  pale, 
apathetic  9 year  old  boy  in  no  apparent  dis- 
tress. Blood  pressure  was  100/70,  pulse  80/ 
min.,  respirations  22/min.,  weight  49  lbs.;  tem- 
perature 37‘?C.  Positive  findings  were  confined 
to  the  abdomen,  which  appeared  soft  and  de- 
pressible  but  with  slight  guarding  of  rectus 
muscle  in  the  supra-umbilical  area.  A nodular 
mass,  around  6 centimeters  in  diameter,  was 
palpated  in  the  epigastric  area;  it  was  some- 
what painful,  firm,  fixed  and  seemed  to  be 
retroperitoneal  in  location.  The  liver,  spleen 
and  kidneys  were  not  palpable. 

Laboratory  work  revealed  a hemoglobin, 
9.4  gm.,  hematocrit  of  31%;  leukocyte  count, 
17,000  with  65%  segmented  neutrophiles,  33^ 
lymphocytes,  and  2%  eosinophiles;  urinalysis 
was  normal.  PPD  (5TU)  gave  a strongly  po- 
sitive reaction.  An  intravenous  pyelogram  was 
normal.  Radiographic  study  of  the  small  in- 
testine failed  to  show  any  intrinsic  lesion. 
Roentgenogram  of  the  chest  revealed  discrete 
calcified  foci  in  both  hilar  regions. 

The  patient  received  a blood  transfusion 
and  an  exploratory  laparotomy  was  perform- 
ed on  December  20,  1962  with  a pre-operative 
diagnosis  of  a retroperitoneal  tumor,  most 
probably  a lymphoma.  A nodular  mass,  around 


12  cm.  in  diameter,  was  found  arising  from 
the  mesentery  of  the  small  bowel.  Upon  exci- 
sion for  biopsy  it  seemed  necrotic  at  its  cen- 
ter. Adjacent  lymph  nodes  appeared  enlarged. 

The  liver  was  normal  on  inspection.  Frozen 
section  showed  necrotic  encapsulated  material, 
but  the  final  impression  was  deferred  till 
permanent  sections  were  studied.  The  proce- 
dure was  tolerated  very  well.  Recovery 
was  uneventful  and  he  was  discharged  on 
December  25,  1962  for  follow-up  care  at  our 
Out-Patient  Department.  The  final  patholo- 
gical report,  received  later,  was:  chronic  gra- 
nulomatous lymphadenitis  compatible  with  tu- 
berculosis. The  patient  was  started  on  treat- 
ment with  isoniazid  100  mg  three  times  a day 
and  was  seen  in  the  clinic  in  February  of 
1963,  but  failed  to  return  for  the  next  appoint- 
ment. He  was  seen  again  in  August  1964,  at 
which  time  he  weighed  64  lbs.  and  was  doing 
well  despite  cessation  of  therapy  after  a period 
of  less  than  three  months.  PPD  (5TU)  re- 
peated at  this  time  revealed  an  induration  of 
25  mm.  Histoplasmin  test  did  not  reveal  any 
reaction.  The  reaction  to  the  Battey  skin  test 
was  5 mm.  of  induration.  He  was  started  again 
on  therapy  with  isoniazid. 

Case  3.  Tuberculosis  of  the  ileum  and  colon 

A 14-year  old  girl  was  admitted  to  the 
University  Hospital  on  February  25,  1961  be- 
cause of  a mass  in  the  right  flank  which  had 
been  present  about  fifteen  months.  The  mass 
did  not  change  in  size  throughout  this  time. 
Very  frequently  it  became  painful  and  some- 
times the  pain  was  associated  with  food  intake 
and  was  accompanied  by  nausea  and  vomiting. 
The  pain  did  not  radiate,  seemed  continuous, 
at  time  quite  sharp  and  colicky  at  others  and 
lasted  from  several  minutes  to  several  days. 
She  had  frequent  episodes  of  non-fetid  pale 
mucoid  diarrhea  during  the  two  years  prior 
to  admission.  Hookworm  disease  was  diagnosed 
in  1959  and  symptoms  seemed  to  abate  follow- 
ing specific  therapy.  During  a radiological 
survey  of  contacts  in  January  1959  she  was 
found  to  have  evidence  of  healed  pulmonary 
tuberculosis  but  did  not  receive  prophylactic- 
antimicrobial  therapy.  There  was  no  history  of 
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fever,  hemoptysis,  hematemesis,  hematochexia, 
melena  or  urinary  symptoms.  Bouts  of  non- 
productive cough  were  present  since  two 
months  prior  to  admission  to  clinic. 

The  maternal  grandmother  died  of  abdo- 
minal malignancy.  The  patient’s  mother  had 
been  on  therapy  for  pulmonary  tuberculosis 
for  eight  years  and  her  lesion  was  supposedly 
arrested.  One  sibling  died  of  “pneumonia”  at 
the  age  of  two  months  and  seven  others  were 
living  and  well. 

On  physical  examination  the  patient  was 
poorly  developed  and  poorly  nourished.  Weight 
was  70  lbs.,  height  56%”.  The  temperature 
was  normal,  respirations  16/minute,  the  heart 
rate  was  110,  the  rhythm  was  regular,  the 
blood  pressure  was  110/60.  The  conjunctivae 
were  pale.  A small,  discrete,  non-tender,  freely 
movable  lymph  node  was  palpable  in  the  upper 
portion  of  the  anterior  cervical  triangle.  The 
tonsils  were  hypertrophied  and  dental  hygiene 
was  poor.  The  lungs  and  heart  were  normal. 
In  the  abdomen  on  deep  palpation  there  was  a 
mass  3 to  4 centimeters  in  diameter  located  in 
the  right  lower  quadrant.  It  was  sausage-shap- 
ed, smooth,  slightly  tender,  firm  in  consistency 
and  freely  movable.  The  liver  and  spleen  were 
not  palpable.  There  was  no  evidence  of  ascites 
and  normal  bowel  sounds  were  present.  Rectal 
examination  revealed  no  positive  findings. 
Genitalia  and  extremities  were  normal.  No 
abnormal  neurological  findings  were  evident. 

Laboratory  findings  were:  hemoglobin,  11 
gm  per  cent,  leukocyte  count,  9,950  per  cu. 
mm.  with  normal  differential  count;  urinaly- 
sis showed  3-6  WBC/HPF  and  4-6  RBC|HPF, 
no  albumin,  sugar  or  casts;  stools  were  nega- 
tive for  ova  and  parasites.  PPD  (5TU)  show- 
ed a 20  mm.  induration,  Battey  skin  test  gave 
a 10  mm  induration  and  histoplasmin  skin  test 
was  negative. 

Chest  X-Ray  showed  infiltration  in  the 
right  apex  and  first  right  anterior  interspace 
containing  multiple  calcifications.  Intravenous 
pyelogram  showed  a double  pelvis  and  ureter 
on  the  right  kidney.  Barium  enema  showed 
free  flow  of  barium  throughout  the  entire 
large  bowel  with  the  exception  of  the  cecum, 
which  appeared  markedly  narrowed  and  irre- 
gular. There  was  incomplete  filling  of  the 


distal  ileum  which  also  appeared  slightly  ir- 
regular. The  sigmoid  appeared  redundant.  The 
rest  of  the  large  bowel  appeared  normal. 

Intestinal  tuberculosis  was  suspected  and 
it  was  decided  to  perform  an  exploratory  la- 
parotomy. Neomycin  was  given  every  6 hours 
for  two  weeks  prior  to  operation.  Streptomy- 
cin, 1 gm.  daily  intramuscularly,  and  isoniazid 
150  mg.  twice  a day  orally,  were  administered 
starting  four  days  prior  to  operation.  A large, 
solid  nodular  mass  involving  the  distal  por- 
tion of  the  cecum  was  found.  Two  small  gran- 
ular lesions  w'ere  observed  in  the  ileum  about 
eight  and  eighteen  inches  from  the  ileocecal, 
valve.  Multiple  enlarged  mesenteric  nodes  were 
noted.  Frozen  section  of  a mesenteric  node  was 
reported  as  non-diagnostic.  Resection  of  the 
terminal  ileum,  ascending  and  right  transverse 
colon  was  performed  followed  by  an  end  to 
end  anastomosis.  The  resected  specimen  re- 
vealed two  shallow  transverse  0.6  cm.  times 
2.5  cm.  ulcers  in  the  ileum  and  caseous  me- 
senteric lymph  nodes.  Hematoxylin-cosin  stain- 
ed sections  revealed  a thickened  ileal  wall  in- 
filtrated by  a moderate  amount  of  inflammato- 
ry cells  and  marked  edema.  The  mucosa  show- 
ed superficial  calcifications  infiltrated  by  lym- 
phocytes, plasma  cells,  and  Langhans’  cells. 
The  serosa  contained  numerous  turbercles 
composed  of  epitheloid  cells,  few  lymphocytes 
and  numerous  Langhans’  cells.  Caseation  ne- 
crosis was  seen  in  many  of  these  tubercles. 
The  appendix  revealed  numerous  tubercles 
showing  caseation  necrosis  at  their  centers. 
No  ulceration  was  noted  in  the  appendix.  The 
cecum  and  the  ascending  colon  showed  nume- 
rous tubercles  and  marked  inflammation  of 
the  walls  similar  to  the  changes  described 
in  the  ileum.  The  mesenteric  lymph  nodes 
showed  moderate  lymphoid  hyperplasia  and 
few  tubercles  with  caseation  necrosis.  On 
special  stain  acid  fast  bacilli  were  observed. 
The  procedure  was  very  well  tolerated  and  re- 
covery was  prompt  and  uneventful.  She  was 
discharged  on  March  18,  1961  on  therapy  with 
isoniazid  at  home.  Streptomycin  therapy  was 
discontinued. 

Follow-up  at  the  Pediatric  Chest  Clinic 
until  March  1964  has  revealed  no  abnormali- 
ties. She  has  continued  receiving  300  mg.  of 
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isoniazid  daily  during  this  time.  Weight  gain 
has  been  very  rapid  (31  lbs  in  three  years) 
and  the  pulmonary  lesion  remained  inactive. 
Growth  and  development  have  proceeded  nor- 
mally. She  attends  school  regulary. 

Discussion 

The  fact  that  abdominal  tuberculosis  is 
more  or  less  a rarity  these  days,  perhaps  ac- 
counts for  the  unexpectedness  of  the  diag- 
nosis. As  illustrated  in  Table  I,  it  should  be 
ruled  out  in  patients  with  unexplained  gastro- 
intestinal symptoms  or  abdominal  masses.  A 
positive  reaction  to  a routine  intradermal 
PPl)  test  may  bring  into  focus  the  possibility 
of  this  diagnosis.  Occasionally  enlarged,  mat- 
ted, nodular  mesenteric  lymph  nodes  may  be 
palpated  through  the  abdominal  wall.  In 
many  instances  the  tuberculous  etiology  is 
not  supected  until  abdominal  laparatomy 
provides  the  initial  clue  for  the  diagnosis. 
Direct  observation  of  the  lesions  followed  by 
microscopic  examination  of  biopsy  material 
should  prove  the  diagnosis.  Demonstration 
of  tubercle  bacilli  in  the  resected  specimen  is 
desirable  but  frequently  unattainable.  The 
diagnosis  of  tuberculous  lymphadenitis  may 
be  suspected  in  retrospect  by  the  observation 
of  enlarged  lymph  nodes  at  autopsy  or  when 
calcified  nodes  are  demonstrated  roentgeno- 
graphically. 

Roengenographic  studies  lend  consider- 
able help.  Findings  are  variable  depending 
on  the  extent  of  the  lesion,  and  are  more  com- 
mon along  the  ileum  and  cecum.  Filling  de- 
fects, hypermotility,  segmentation  of  the  bar- 
ium and  prolonged  spasm  may  be  detected 
early.  As  progression  of  the  disease  follows, 
the  terminal  ileum  may  attain  such  firmness 
as  to  cast  a shadow  resembling  that  of  a bam- 
boo cane.  Stenosis  may  produce  the  ap- 
pearance of  a string.  The  cecum  may  appear 


narrowed  and  incapable  of  distention  by  the 
barium  enema  (5)  (6)  (10)  (11)  (12). 

The  diagnosis  of  tuberculous  peritonitis 
can  be  easily  overlooked.  Of  aid  in  establish- 
ing the  diagnosis  is  the  presence  of  ascites 
(13)  and  palpable  doughy  masses  in  the  ab- 
domen in  a patient  with  a focus  of  tuber- 
culosis elsewhere  in  the  body.  Most  frequent- 
ly the  diagnosis  is  brought  forth  by  laparoto- 
my. The  peritoneal  fluid  is  translucent  and 
stra\v’-colored.  The  peritoneal  surfaces  may 
by  covered  by  typical  tubercles  and  in  severe 
cases  adhesions  may  occur  together  with 
shrinking  of  the  omentum.  In  rare  instances 
fistulous  communications  are  established. 

Laboratory  test  usually  do  not  yield  infor- 
mation of  value.  Anemia  may  be  present.  The 
sedimentation  rate,  though  usually  increas- 
ed, does  not  reflect  the  degree  of  activity  of 
the  process.  Stool  culture  for  tubercle  bacilli 
is  usually  without  value.  Culture  for  othei 
pathogens  is  of  value  in  ruling  out  intestinal 
invasion  by  other  organisms. 

Differential  diagnosis  includes  a variety 
of  conditions  related  to  the  gastrointestinal 
system  and  the  abdominal  cavity  such  as  ty- 
phoid fever,  localized  amebic  disease,  regional 
ileitis,  spastic  colitis,  chronic  appendicitis, 
malignancies,  celiac  syndrome  and  intestinal 
parasites. 

The  present  therapy  of  pulmonary  tu- 
berculosis with  isoniazid  probably  controls 
most  gastrointestinal  tuberculous  lesions  be- 
fore they  produce  brothersome  symptoms  or 
can  be  diagnosed.  (14)  In  regard  to  combi- 
nations of  antimicrobial  agents  there  are  no 
available  controlled  studies  from  which  to 
draw  conclusions.  (15)  In  ulcerative  tuber- 
culous enteritis  therapy  reported  in  adults 
has  usually  been  directed  against  the  conco- 
mitant pulmonary  lesions.  The  experience 
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with  various  schemes  using  combined  therapy 
with  isoniazid  and  streptomycin  or  para- 
amino-salicylic  acid  (PAS)  seems  to  justify 
their  use  during  the  initial  part  of  therapy 
(16)  (17). 

The  following  plan  of  therapy  has  been 
successful  in  our  hands:  Insoniazid:  10-20 
mg.  per  kilogram  of  body  weight  divided  into 
two  oral  doses  or  intravenously  or  intramus- 
cularly in  the  same  dosage.  Streptomycin: 
30-50  mg.  per  kilogram  of  body  weight  once 
daily  intramuscularly.  The  streptomycin  is 
discontinued  after  the  acute  phase  is  over 
(1-3  months)  and  the  isoniazid  is  administer- 
ed for  3 years.  PAS  has  been  recommended 
by  others  for  long  term  continuation  therapy 
but  in  our  experience  it  frequently  produces 
toxic  reactions  and  does  not  contribute  to 
the  healding  processes  in  patients  who  have 
recovered  from  the  acute  phase  of  the  disease. 
After  the  course  of  therapy  is  over  we  feel  it 
advisable  to  resume  therapy  with  isoniazid 
alone  during  periods  of  stress  such  as  during 
an  attack  of  measles,  steroid  therapy,  surgical 
procedures,  vaccination  with  live  measles  vac- 
cine and  treatment  with  antimetabolites  or 
alkylating  agents. 

Surgical  treatment  may  be  indicated  in 
certain  instances.  (18)  Stenotic  lesions  and 
acute  perforations  may  require  resection  ol 
the  affected  segments.  Severe  ascites  might 
require  surgical  drainage  and  in  certain  pa- 
tients it  may  be  necessary^  to  remove  adhe- 
sions. Most  patients  with  pulmonary  tuber- 
culosis tolerate  surgery  well. 

Isolation  of  the  patients  is  not  necessary 
unless  a contagious  pulmonary  lesion  is  pre- 
sent. General  supportive  measures  are  of  im- 
portance. 'Pile  diet  must  be  adequate  in  ca- 
lories, protein  and  mineral  content,  as  well 
as  low  residue  in  type  should  enteritis  be  pre- 


sent. Parenteral  administration  of  vitamins, 
aminoacids,  blood  and  plasma  might  be  in- 
dicated in  the  seriously  ill  patients. 

The  prognosis  is  excellent  provided  the 
above  recommendations  for  treatment  are 
followed. 

Summary 

Under  the  term  abdominal  tuberculosis 
are  included  the  manifestations  of  tubercu- 
lous peritoneal  lesions,  intestinal  lesions  and 
mesenteric  adenitis.  The  symptoms  are  usual- 
ly vague  and  frequently  the  disease  is  not  sus- 
pected until  surgical  exploration  is  carried 
out.  Three  children  with  different  forms  of 
abdominal  tuberculosis  are  reported.  The 
methods  of  diagnosis  and  treatment  are  re- 
viewed. The  results  have  been  satisfactory  us- 
ing isoniazid  alone  during  most  of  the  ther- 
apy. Treatment  was  given  on  an  ambulotory 
basis.  Isolation  was  not  considered  necessary 

Resumen 

La  denominación  tuberculosis  abdominal 
incluye  manifestaciones  clínicas  de  lesiones 
tuberculosas  peritoneales,  intestinales  y ade- 
nitis mesentérica.  Los  síntomas  son  inespecí- 
ficos y con  frecuencia  no  se  sospecha  la  en- 
fermedad, hasta  que  se  efectúa  la  explora- 
ción quirúrgica.  Se  informan  tres  casos  de  ni- 
ños con  las  diferentes  formas  de  tuberculosis 
abdominal  y se  repasan  los  métodos  de  diag- 
nóstico y tratamiento.  Se  ha  usado  la  isoniaci- 
da  sola  durante  la  mayor  jjarte  de  la  terapia 
con  resultados  .satisfactorios.  Los  pacientes  se 
mantuvieron  ambulatorios  y no  fue  conside- 
rado necesario  aislarlos. 
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Case  Report 

CONGENITAL  GALACTOSEMIA 
IN  A PUERTO  RICAN  INFANT 


Dharma  L.  Vargas,  M.D. 
Pedro  Jaunarena,  M.D. 


Galactosemia  is  a hereditary  metabolic 
disorder  which  if  not  diagnosed  early  and 
treated  adequately  will  result  in  death  or  liver 
insufficiency,  bilateral  cataracts  and  exten- 
sive brain  damage  with  mental  deficiency. 

In  the  past  few  years,  great  progress  has 
been  made  in  the  management  of  the  galac- 
tosemic  patient.  This  has  been  possible  be- 
cause of  the  better  methods  of  diagnosis  a- 
vailable  and  the  institution  of  early  ade- 
quate treatment. 

It  is  mainly  for  these  reasons  that  this 
case  is  being  reported.  As  one  becomes  fami- 
liar with  the  clinical  picture  of  the  condition 
one  will  be  able  to  suspect  the  diagnosis  when 
comfronted  with  such  a patient.  Galactosemia 
is  a rare  disease  and  although  its  incidence 
has  been  estimated  as  one  in  25,000  births, 
the  actual  occurrence  of  the  affected  gene 
in  the  general  population  is  probably  higher 
than  originally  thought.  As  diagnostic  me- 
thods are  improved  the  incidence  may  rise. 
Let  us  not  forget  how  pitiful  the  final  out- 
come of  an  untreated  galactosemic  patient  is! 


From  the  Department  of  Pediatrics  of  the 
University  of  Puerto  Rico  School  of  Medicine 
and  the  University  Hospital;  Rio  Piedra.s,  P.R. 


Case  Report 

F.A.M.A.  (U.  H.  212702)  is  a 13-month  old 
white  male  infant  who  was  admitted  to  the 
University  Hospital  for  the  second  time  on 
June  23,  1964,  at  the  age  of  7%  months,  be- 
cause of  failure  to  thrive. 

The  infant  was  born  on  November  7,  1963, 
at  the  Trujillo  Alto  Health  Center,  from  a 
gravida  iii,  para  ii,  group  a Rh  positive  mo- 
ther, after  an  uncomplicated  9-month  preg- 
nancy and  a normal  vertex  delivery.  There 
were  no  immediate  neonatal  difficulties  and 
the  infant  was  taken  home  on  the  second  day 
after  birth. 

His  birth  weight  was  6 pounds  3 ounces  and 
he  was  breast  fed.  He  became  jaundiced  on 
the  third  day  of  life  and  the  mother  brought 
him  back  to  the  Health  Center  for  check  up. 
A physiologic  jaundice  was  suspected  and  the 
mother  was  instructed  to  observe  the  baby 
closely  for  increasing  jaundice.  The  infant 
was  seen  again  at  the  Health  Center  on  No- 
vember 14,  1963,  at  the  age  of  7 days  and  he 
was  referred  to  the  University  Hospital  for 
evaluation  and  treatment. 

On  November  14,  1963,  the  infant  was 
admitted  to  the  Infant  Ward  in  the  Pediatric 
Department  of  the  University  Hospital.  Physi- 
cal examination  showed  a severly  icteric,  but 
active,  well  developed,  7-day  old  white  male 
infant.  No  deformities  or  anomalies  were 
present.  He  had  a good  sucking  reflex  and  an 
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active  IVIoi’o  reflex.  His  rectal  temperature 
was  37.5°  C.  Respiratory  rate  was  24  per 
minute  and  the  pulse  rate  was  132  per  minute, 
taken  at  the  femoral  region.  The  head  was  of 
normal  size  and  the  anterior  fontanel  measured 
3 by  5 centimeters.  Ears,  eyes,  nose  and  throat 
were  normal.  The  liver  was  palpable  1.5 
centimeter  below  the  right  costal  margin.  The 
remainder  of  the  physical  examination  includ- 
ing a neurologic  examination  was  not  remark- 
able. A tentative  diagnosis  of  hemolytic  disease 
of  the  newborn  was  made  and  laboratory 
work-up  was  ordered. 

The  laboratory  work-up  showed  a total 
white  count  of  19,400  per  cu.  mm.,  with  the 
following  differential : segmented  forms  56  per 
cent,  lymphocytes  44  per  cent.  The  hemoglobin 
was  14.6  grams  per  100  ml.  and  the  hematro- 
crit  was  47  per  cent. 

The  infant  was  Type  A Rh  negative  with 
a negative  direct  Coombs’  test.  The  mother 
was  Type  A Rh  positive  with  a negative  in- 
direct Coomb’s  test. 

Serum  bilirubin  determinations  showed  a 
a 1-minute  bilirubin  of  4.4  mg.  per  100  ml. 
and  a 30-minute  bilirubin  of  33  mg.  per  100 
ml. 

Blood  and  throat  cultures  showed  no  growth 
at  the  end  of  10  days. 

Urinalysis  revealed  a yellow,  acid  urine  with 
traces  of  albumin  and  a 2-plus  sugar,  acetone 
negative.  The  sediment  contained  2 to  4 pus 
cells  as  well  as  1 to  2 red  blood  cells  per  high 
power  field.  Few  bacteria  and  epithelial  cells 
were  also  present. 

The  blood  sugar  was  155  mg.  per  100  ml. 

By  the  fourth  hospital  day  the  jaundice 
seemed  to  be  decreasing  and  a serum  bilirubin 
determination  showed  a 1-minute  level  of  8.95 
mg.  per  100  ml.,  and  a 30-minute  level  of  19.8 
mg.  per  100  ml.  The  hemoglobin  had  gone 
down  to  10.8  gram  per  100  ml.  with  a hemato- 
crit of  37  per  cent. 

Because  all  the  laboratory  studies  failed 
to  show  evidence  of  blood  incompatibility  and 
because  the  infant  did  not  look  sick  and  behav- 
ed normally,  he  was  discharged  on  the  fifth 
hospital  day.  The  mother  received  instructions 
on  newborn  care  and  an  appointment  to  the 


residents’  follow  up  clinic  was  given.  The  in- 
fant was  followed-up  at  the  clinic  at  month- 
ly intervals.  The  pertinent  findings  and  data 
of  these  clinic  visits  are  summarized  in  Table 

I. 

The  most  striking  abnormal  findings  dur- 
ing these  months  were  poor  weight  gain,  poor 
appetite,  marked  hepatomegaly,  proteinuria 
and  sugar  in  the  urine. 

In  view  of  the  severe  failure  to  thrive 
shown  by  the  patient,  hospitalization  was 
advised  and  the  infant  was  admitted  to  the 
hospital  for  the  second  time  on  June  23,  1964, 
at  the  age  of  7%  months. 

At  this  time,  the  physical  examination 
showed  an  underdeveloped,  undernourished, 
pale  white  male  infant  in  no  acute  distress. 
His  rectal  temperature  was  37.2'?C.  Respira- 
tory and  pulse  rates  were  within  normal 
limits,  24  and  108  per  minute,  respectively. 
The  patient  weighed  7 pounds  111^  ounces. 
The  head  circumference  was  15  3/8  inches. 
The  chest  circumference  was  13%  inches.  The 
total  lenght  was  19%  inches.  The  anterior 
fontanel  was  open  and  measured  1.5  by  1.5 
centimeters.  The  eyes  showed  lenticular  opa- 
cities but  the  fundi  were  normal.  Ear,  nose  and 
throat  showed  no  abnormal  findings.  The  heart 
and  lungs  were  normal.  The  abdomen  was 
soft,  and  depressable.  The  liver  was  firm  and 
palpable  6 centimeters  below  the  right  costal 
margin  at  the  midclavicular  line  and  5 centi- 
meters below  the  xyphoid  process.  The  spleen 
was  not  palpable.  The  child  was  unable  to  roll 
over  or  sit  up. 

A tentative  diagnosis  of  galactosemia  was 
made  and  laboratory  studies  were  ordered. 

The  total  white  count  was  13,200  per  cu. 
mm.  with  the  following  differential : segment- 
ed forms  27  per  cent,  eosinophiles  2 per  cent,  . 
monocytes  4 per  cent,  lymphocytes  65  per  ' 
cent  and  stab  forms  2 per  cent.  The  hemoglobin 
was  8.7  gram  per  100  ml.  and  the  hematocrit  . 
was  33  per  cent. 

A fasting  blood  sugar  was  320  mg.  per  • 
100  ml.  I 

Urinalysis  revealed  3 plus  albumin  and  3Í 
plus  sugar.  The  urine  was  acid,  yellow  and  1 
had  2 to  3 pus  cells.  A blood  urea  nitrogen  j 


TABLE  I SUMMARY  FOLLOW  UP  VISITS  AFTER  FIRST  HOSPITALIZATION 
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was  22.5  mg.  per  100  mi. 

Serum  transaminases  were  done.  The  ox- 
alacetic  (GO-T)  was  96  units  and  the  pyruvic 
(GP-T)  was  72  units.  . ... 

An  effort  was  made  to  determine  the  exact 
nature  of  the  reducing  substance  in  the  urine. 
Urine  was  tested  with  Combistix  which  is 
specific  for  glucose  and  the  reaction  was 
negative.  The  urine  was  then  tested  with 
Clinitest  and  a 3 plus  reaction  was  obtained. 
This  proved  that  the  reducing  substance  in 
the  urine  was  not  glucose.  The  urine  was 
studied  by  paper  chromatography  for  galactose 
and  amino  acids.  The  urine  contained  an  above 
normal  amount  of  galactose  plus  a small 
amount  of  maltose  and  sucrose.  The  urine 
also  contained  the  following  aminoacids:  leu- 
cine 2 Mg/ml,  methionine  2 mg/ ml,  threo- 
nine 10  mg/ ml,  citrolline  10  mg/ ml,  glutamine 
10  mg/ml,  and  lysine  10  mg/ml. 

The  level  of  galactose-l-phosphate  uridyl 
transferase  in  the  patient’s  red  blood  cells 
was  determined.  The  patient  had  8.9  units/ 
gram  of  hemoglobin  and  the  mother  had  a 
level  of  20.9  units.*  We  were  unable  to  obtain 
blood  samples  from  the  father  and  the  other 
two  siblings  to  determine  their  levels. 

Chest  and  skull  roentgenograms  were  not 
remarkable.  A liver  biopsy  was  not  diagnostic. 

An  ophthalmologic  consultation  obtained 
revealed  very  incipient  bilateral  congenital 
central  cataracts,  but  there  was  good  reaction 
of  the  pupils  to  light. 

The  infant  was  placed  on  a galactose-free 
diet  consisting  of  Nutramigen.  After  two  days 
on  Nutramigen  the  urine  became  negative  for 
sugar.  The  course  in  the  hospital  was  slow 
but  there  was  a gradual  increase  in  the  pa- 
tient’s appetite  and  he  started  to  gain  weight. 
He  was  afebrile  all  the  time.  He  was  discharg- 
ed on  August  6,  1964,  weighing  8 pounds  6 
ounces.  He  has  been  followed  up  in  the  Ge- 
neral Pediatrics  clinic  at  the  University  Hos- 
pital. A summary  of  the  findings  and  perti- 
nent data  of  these  visits  is  shown  in  Table  II. 


* Kalker’s  method  — Normal  value  15-20 
units.  Border  line  11-14.  Galactosemic-be- 
low  10. 


With  adequate  control  and  the  elimination 
of  milk  and  milk  products  from  his  diet,  this 
infant  has  shown  a tremendous  improvement 
during  the  four  month  period  after  discharge 
from  the  hospital.  Even  though  he  is  below 
the  3 percentile  group  as  far  as  his  height 
and  weight  are  concerned,  he  has  doubled  his 
weight  and  has  increased  his  length  by  almost 
five  inches.  He  has  three  teeth  and  he  is  able 
to  roll  over,  sit  up,  crawl  and  stand  up. 

If  we  are  able  to  keep  this  patient’s  diet- 
ary control  until  additional  alternate  path- 
ways for  the  metabolism  of  galactose  develop 
we  are  hopeful  for  a fairly  good  prognosis. 

Discussion 

Galactosemia  is  an  inborn  error  of  meta- 
bolism, characterized  by  the  inability  of  the 
organism  to  utilize  galactose.  ( 1 ) The  defect 
in  galactosemia  has  been  localized  to  a spe- 
cific enzyme,  galactose-l-phosphate  uridyl 
transferase.  This  enzyme  is  deficient  or  absent 
and  conversion  of  galactose-l-phosphate  to 
glucose- 1 -phosphate  is  impaired  resulting  in 
the  piling  of  galactose-l-phosphate  in  the 
blood  and  tissues  in  abnormal  amounts.  (2) 
The  excessive  galactose  and  galactose-l- 
phosphate  can  cause  various  effects.  They 
can  accumulate  in  the  tissues  and  after  some 
time  produce  cirrhosis  of  the  liver,  cataracts, 
and  renal  changes  with  aminoaciduria;  they 
can  be  excreted  in  the  urine;  and  galactose 
can  depress  the  blood  glucose  level  and 
result  in  convulsions  and  mental  retardation. 

Clinically  the  manifestions  may  vary  in 
severity.  The  affected  infant  looks  nonnal 
at  birth  but  symptoms  appear  rapidly  after 
milk  feedings  are  started.  (3) 

One  group  of  affected  babies  will 
develop  jaundice  (55  per  cent  of  all  galac- 
tosemic  patients)  between  the  fourth  to  the 
tenth  day  of  life.  This  jaundice  usually  lasts 
longer  than  the  jaundice  of  the  physiologic 
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type.  The  infant  refuses  feedings,  fails  to 
gain  weight,  has  frequent  vomiting  and 
occasional  diarrhea,  becomes  lethargic  and 
shows  enlargement  of  the  liver.  He  may  die 
in  a few  days  as  a result  of  liver  failure, 
infection  or  from  wasting.  These  babies 
may  erroneously  be  diagnosed  as  suffering 
from  an  overwhelming  sepsis. 

Another  group  of  affected  infants  will 
show  a milder  course  and  the  diagnosis  may 
not  be ' suspected  for  months.  These  infants 
all  have  an  enlarged  liver,  45  per  cent  have 
cataracts,  and  evidence  of  retarded  growth 
and  development,  both  physical  and  mental. 
The  most  striking  findings  is  their  failure  to 
thrive. 

An  occasional  affected  infant  may  show 
no  visible  signs  or  symptoms  of  the  disease; 
does  not  develop  mental  retardation  but 
galactose  is  detected  in  the  urine  by  chance 
examination.  This  type  of  patient  is  extre- 
mely rare. 

Whenever  galactosemia  is  suspected,  de- 
finitive laboratory  tests  must  be  made  to 
confirm  the  diagnosis.  The  presence  of  a 
reducing  substance  in  the  urine  calls  for 
its  inmmediate  identification.  The  use  of 
the  new'er  colorimetric  “dip  and  read”  urine 
tests  specific  for  glucose  will  help  in  establish- 
ing the  presence  of  a sugar  other  than 
glucose.  If  the  urine  is  tested  originally  with 
these  specific  glucose  oxidase  reagents  the 
presence  of  galactose  in  the  urine  will  be 
missed.  Once  galactosuria  is  suspected  it  can 
be  identified  by  using  paper  chromatography. 
Aminoaciduria  and  proteinuria  are  also  part 
of  the  abnormal  findings  in  the  urine,  pro- 
bably secondary  to  the  toxic  effect  of  the 
galactose- 1 -phosphate  on  the  renal  tubular 
apparatus.  Aminoaciduria  is  also  detected  by 
paper  chromatography.  Most  frequently 


encountered  amino  acids  are  glycine,  ala- 
mine,  serine,  and  threonine. 

About  24-48  hours  after  milk  and  other 
galactose  containing  substances  are  with- 
held from  the  diet,  the  galactose  and  amino 
acids  disappear  from  the  urine  but  reap- 
pear in  a few  hours  if  milk  is  again  included 
in  the  diet.  Protein  disappears  from  the  urine 
4-6  days  after  milk  is  removed  from  the 
diet  but  reappears  in  2-3  days  if  milk  feed- 
ings are  resumed.  If  aminoaciduria  persists 
during  treatment  it  means  that  the  restric- 
tion of  galactose  from  the  diet  is  not  com- 
plete. ( 1 ) 

Direct  measurement  of  the  enzyme  is 
very  specific  in  the  diagnosis  of  galactose- 
mia. (1,3,4)  The  concentration  of  galactose- 
1 -phosphate  uridyl  transferase  on  the  red 
blood  cells  is  very  low  or  absent  in  infants 
affected  with  galactosemia.  The  heterozygous 
carrier  of  the  disease  will  show  an  enzyme 
level  approximately  one  half  that  of  nonnal 
persons.  Parents  of  galactosemic  children 
usually  fall  in  this  group.  (5) . 

Other  laboratory  tests  which  may  prove 
helpful  is  the  determination  of  blood  sugar 
level  which  is  elevated  in  the  non-fasting 
state.  The  level  obtained  is  the  sum  of  both 
galactose  and  glucose  present  in  the  blood. 
There  is  a reciprocal  relationship  between 
the  concentration  of  the  sugars.  As  the 
concentrátion  of  galactose  increases  in  the 
blood,  that  of  glucose  declines.  Signs  and 
symptoms  of  hypoglycemia  may  occur  if  the 
level  of  glucose  falls  to  very  low  levels. 

Liver  functions  tests  are  not  diagnostic 
even  though  the  liver  is  severely  affected. 
Cephalin  flocculation  tests  may  be  normal. 
The  serum  glutamic  oxalacetic  transaminase 
(G-OT)  may  be  considerably  elevated  in 
the  acute  stage  of  the  disease. 
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Liver  biopsy  may  or  may  not  prove 
helpful.  The  aspect  of  the  hepatic  lesions 
depends  on  the  degree  of  enzyme  deficiency 
and  the  duration  of  the  disease.  (6)  There 
are  various  stages  in  the  development  of 
the  hepatic  lesions.  Fatty  infiltration  of  the 
liver  predominates  during  the  first  few 
weeks.  After  5 weeks  to  6 months  a trans- 
formation of  the  hepatic  structure  with  a 
pseudo-glandular  or  tubular  appearance 
around  the  biliary  canals  occurs.  The  final 
picture  is  one  of  cirrhosis  analogous  to  that 
of  portal  cirrhosis. 

As  it  is  impossible  to  correct  the  enzyme 
deficiency  present  in  these  patients,  the 
only  treatment  available  for  galactosemia 
is  dietary.  All  sources  of  galactose  should 
be  removed  from  the  diet.  The  main  source 
of  dietary  galactose  is  milk.  Therefore,  a 
galactose  free  diet  will  consist  of  a milk 
substitute  formula  “free”  of  galactose.  A 
casein  hydrolysate  (Nutramigen)  as  well  as 
soybean  products  have  been  used  succes- 
sfully in  the  treatment  of  these  infants.  (4,7) 
Though  soybeans  have  galactose  containing 
stachyose  and  raffinose,  these  substances  are 
not  hydrolized  to  simple  sugars  and  offer 
no  harm  to  galactosemic  patients. 

Meat,  fish,  poultry  and  eggs  may  be 
included  in  the  diet  but  some  galactose 
storing  organs  like  liver,  pancreas  and  brain 
must  be  excluded  from  the  diet.  Most  \fe- 
getables  and  fruits  may  be  included  except 
some  legumes  that  contain  galactose. 
Mothers  should  be  instructed  to  carefully 
read  labels  on  already  prepared  foods  to 
be  sure  that  no  milk  or  milk  products  are 
included. 

The  diet  of  a galactosemic  child,  if  pro- 
perly prepared,  will  contain  all  the  nutrients 
needed  for  adequate  growth. 

Dietary  control  will  prevent  further  tissue 


damage;  will  relieve  the  symptoms  and  will 
cause  regression  of  the  majority  of  the  ab- 
normal findings  including  hepatomegaly. 
Maturation  of  the  cataracts  is  arrested.  It 
has  been  suggested  that  the  age  at  which 
treatment  is  begun  will  influence  the  level 
of  intellectual  development. 

Summary 

The  case  of  Puerto  Rican  male  infant 
with  galactosemia  has  been  presented.  To 
the  best  of  our  knowledge,  we  believe  this 
to  be  the  first  galactosemic  patient  repor- 
ted in  the  Puerto  Rican  literature.  Details 
of  the  clinical  history  and  laboratory  work- 
up has  been  included.  A short  discussion  on 
galactosemia  is  presented  and  the  need  for 
early  diagnosis  and  institution  of  treatment 
is  tressed. 

Resumen 

Se  ha  presentado  la  historia  clínica  y el 
diagnóstico  de  un  infante  puertorriqueño 
que  presumimos  sea  el  primer  caso  de  ga- 
lactosemia que  se  informa  en  la  literatura 
médica  de  Puerto  Rico.  Hemos  incluido 
una  corta  discusión  sobre  esta  enfermedad 
y hemos  enfatizado  la  necesidad  de  un  diag- 
nóstico precoz  y tratamiento  dietético  ade- 
cuado y controlado. 
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Shortly  after  Koch’s  discovery  of  the  tu- 
bercle bacillus  other  mycobacteria  were  dis- 
covered which  were  different  from  the  tu- 
bercle bacillus.  ( 1 ) However,  these  acid 
fast  bacilli  were  not  considered  to  be  of 
clinical  importance  and  until  recent  years 
it  was  widely  accepted  that  the  discovery  of 
acid  fast  bacilli  in  human  sputae,  pus,  fluids 
or  tissues  was  conclusive  evidence  of  tubercu- 
losis. Recent  advances  in  this  field  have 
changed  this  concept  and  it  is  clearly  es- 
tablished that  there  are  many  acid  fast  ba- 
cilli capable  of  producing  lesions  that  pa- 
thologically cannot  be  differentiated  from  tu- 
berculosis, (2)  (3)  but  which  on  culture  have 
characteristics  which  separate  them  from  My- 
cobacterium tuberculosis.  These  organisms 
have  been  labeled  atypical,  anonymous,  non- 
tuberculous  or  unclassified  mycobacteria.  The 
term  mycobacterioses  has  been  suggested  by 
Hinshaw  & Garland  (2)  to  include  disease 
due  to  all  mycobacteria  both  tuberculous  and 
non  tuberculous.  The  following  classification 
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of  mycobacteria  suggested  by  Bergey  is  used 
in  the  NT  A Diagnostic  Standards  and  Clas- 
sification of  Tuberculosis.  (4) 

Classification  of  Mycobacteria 

Order  V.  Actinomycetales 
Family  I.  Mycobacteriaceae 
Genus  I.  Mycobacterium 

SPECIES 

I.  Saprophytes,  including  potential  parasites 

1.  M.  phlei 

2.  M.  smegmatis 

3.  M.  fortuitum 

4.  M.  marinum 

5.  M.  thamnopheos 

6.  M.  platypoecilus 

II.  Parasites  in  warm-blooded  animals 

7.  M.  ulcerans 

8.  M.  tuberculosis 

9.  M.  bovis 

10.  M.  microti 

11.  M.  avium 

12.  M.  paratuberculosis 

13.  M.  leprae 

14.  M.  lepraemurium 
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UNCLASSIFIED  SPECIES 

Unclassified  strains 

Photochroinogens  (M.  Kansasii,  M.  luci- 
flavum) 

Scotochromogens  (Runyon  Group  II) 

Nonchroniogenic  strains  (the  “Battey” 
type) 

Rapid  Growers  (Runyon  Group  IV) 

SPECIAL  STRAINS 

The  Saranac  strains 

BGG  (Bacillus  Calmette-Guerin) 

In  a previous  communication  the  results 
of  a survey  of  tuberculosis  infection  in  Puer- 
to Rico  were  described  (5).  It  was  demons- 
trated that  up  to  25%  of  the  reactions  to 
tuberculin  in  Puerto  Rico  were  weakly  po- 
sitive. As  part  of  that  survey  1139  adoles- 
cents from  child  welfare  institutions  of  the 
Department  of  Health  of  Puerto  Rico  were 
tested  simultaneously  with  .0001  mg.  of  a 
purified  protein  derivative  made  from  the 
Battey  mycobacteria  and  with  .0001  mg.  of 
PPD-S*.  The  results  are  presented  in  Table  I. 
As  demonstrated  by  this  table,  39.2%  of  the 
children  who  had  reactions  to  the  Battey 
antigen  over  4 mm.  in  diameter  had  corres- 
ponding reactions  to  PPD-S  that  were  smaller 
than  those  of  the  Battey  antigen.  This  was 
interpreted  as  evidence  that  a large  propor- 
tion of  these  adolescents  were  infected  with 
Mycobacteria  that  belonged  to  the  Battey 
group  or  were  closely  related  to  it.  It  was 
also  pointed  out  that  in  Puerto  Rico  many 


International  Standard  for  Purified  Protein 
Derivative  of  Mammalian  Tuberculin  by  the 
WHO  Expert  Committee  on  Biological  Stand- 
ardization. 


of  the  weakly  positive  tuberculin  reactions 
might  be  due  to  infections  with  Mycobacteria 
other  than  tuberculosis.  In  an  attempt  to 
confirm  these  findings  a similar  survey  was 
carried  out  among  students  of  the  School  of 
Medicine  and  Dentistry  of  the  University  of 
Puerto  Rico.  It  was  found  that  176  out  of 
272  students  tested  had  reactions  to  the  Bat- 
tey antigen  that  were  larger  than  4 mm.  in 
' diameter  and  that  1 26  of  these  reactions 
were  larger  than  the  corresponding  PPD 
reactions.  Thus,  nearly  46%  of  the  medical 
and  dental  students  appeared  to  be  sensitized 
to  mycobacteria  that  were  antigenically  rela- 
ted to  the  Battey  group.  The  correlation  of 
the  reactions  to  the  PPD-S  with  those  of 
PPD-B  is  presented  in  Table  II.  There  were 
many  cross  reactions  between  both  antigens 
and  when  there  was  a large  relation  to  one, 
it  was  usually  accompanied  by  a smaller 
reaction  to  the  other.  In  37  persons  there 
were  reactions  5 mm.  or  more  in  diameter  to 
the  Battey  antigen  while  the  corresponding 
PPD-S  reaction  was  O. 

In  order  to  determine  what  type  of  my- 
cobacteria might  be  responsible  for  the  high 
prevalence  of  non  specific  tuberculin  sensitiv- 
ity in  Puerto  Rico  further  studies  have  been 
carried  out  in  the  laboratory  in  an  attempt 
to  isolate  mycobacteria  from  persons  sus- 
pected of  having  tuberculosis  lesions.  The 
purpose  of  the  rest  of  this  communication  is 
to  report  on  the  incidence  of  the  various 
groups  of  mycobacteria  encountered  between 
November  1961  and  November  1964.  In  ad- 
dition, a summai;  will  be  presented  of  the 
clinical  manifestations  of  persons  who  were 
found  to  harbor  mycobacteria  other  than  tu- 
berculosis. 


CHILD  WELFARE  INSTITUTIONS  OF  PUERTO  RICO  (CHILDREN  BETWEEN  5 AND  19  YEARS  OF  AGE) 
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TABLE  II  CORRELATION  OF  SIZES  OF  REACTIONS  TO  .0001  MG.  PPD-S  AND  .0001  MG.  OF  PPD-B  FOR 
STUDENTS  TESTED  AT  THE  SCHOOLS  OF  MEDICINE  AND  DENTISTRY  OF  THE  UNIVERSITY  OF  P.  R. 

(FEBRUARY  1964) 

Total  118  189961656  17  6 14  66  13  5481  10  13124 2 272 
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Materials  and  Methods 

Most  of  the  specimens  were  obtained  from 
persons  who  were  participants  of  the  U.  S. 
Public  Health  Service  Prophylaxis  Trials  who 
were  found  to  have  lesions  suspicious  of  being 
tuberculous.  A few  other  specimens  were  ob- 
tained from  patients  being  followed  at  the 
Pediatric  Chest  Clinic  of  the  University  (Dis- 
trict) Hospital.  With  few  exceptions  the  par- 
ticipants had  an  examination  which  included 
a roentgenogram  of  the  chest  and  skin  tests 
with  .0001  mg  of  purified  protein  derivative 
tuberculin,  a purified  protein  derivative  made 
from  the  Battey  mycobacteria  in  a dose  of 
.0001  mg  and  a Histoplasmin  skin  test  in  a 
dilution  of  1 to  100.  All  the  antigens  were  ob- 
tained from  the  U.  S.  Public  Health  Service 
Tuberculosis  Research  Laboratory.  The  bacte- 
riological work  was  performed  in  the  USPHS 
Tuberculosis  Research  Field  Center  in  Rio 
Piedras,  Puerto  Rico.  The  specimens  were 
planted  in  Lowentein- Jensen  Media.  When  co- 
lonies of  acid  fast  bacilli  grew,  the  morphology 
was  noted  and  transplants  were  made  directly 
into  three  Lowenstein-Jensen  solid  media  cul- 
ture tubes.  These  three  tubes  were  disposed  of 
as  follows:  No.  1 was  wrapped  in  paper  to 
prevent  exposure  to  light;  No.  2 and  No.  3 
tubes  were  left  uncovered.  No.  1 and  2 tubes 
were  incubated  at  ST^C.  When  maximum 
growth  of  acid  fast  bacilli  was  observed,  tubes 
No.  1 and  No.  2 were  removed  from  the  incu- 
bator and  tube  No.  2,  that  is,  the  one  that  had 
not  been  covered,  was  exposed  to  light  for 
several  hours  and  then  incubated  again  for  24 
hours.  After  24  hours,  tube  No.  1 and  No.  2 
were  observed  for  pigmentation  and  on  the 
basis  of  the  findings  in  the  three  tubes,  the 
classification  made  as  follows:  Group  I or  pho- 
tochromogens if  the  No.  2 tube  which  was  ex- 
posed to  light  developed  a green-yellow  pig- 
mentation while  the  No.  1,  or  covered  tube, 
failed  to  develop  a color  change.  Group  II  or 
scotochromogens  if  an  orange-yellow  pigmenta- 
tion occurred  in  the  colonies  of  both  tubes.  No. 
1 and  No.  2.  Group  III  or  nonchromogens  if  no 
pigmentation  occurred  in  either  tube,  one  or 
two  and  the  colonies  grew  in  a few  weeks  at 


room  temperature.  Group  IV  or  rapid  growers 
if  colonies  grew  within  a period  of  2 to  5 days 
at  26'?C. 

Following  this  preliminary  classification  the 
cultures  were  sent  to  the  Trudeau  Laboratory 
where  the  organisms  were  identified  by  means 
of  further  studies.  A few  of  the  cultures  were 
also  sent  to  the  National  Jewish  Hospital,  at 
Denver,  and  to  the  Communicable  Disease  Cen- 
ter in  Georgia.  Although  there  is  no  uniform 
agreement  on  the  classification  of  these  myco- 
bacteria the  grouping  that  we  have  used,  which 
was  described  by  Runyon,  (6)  has  been  accepted 
by  most  authorities  until  more  is  known  about 
these  microorganisms  to  permit  species  clas- 
sification. Group  one  of  Runyon’s  classifica- 
tion appears  to  represent  mainly  one  species: 
Mycobacterium  kansasii,  but  the  other  groups 
seem  to  represent  a mixture  of  microorganisms 
which  need  to  be  studied  in  more  detail.  Table 
III  presents  the  important  characteristics  that 
serve  to  differentiate  the  four  groups  of  Myco- 
bacteria. As  demonstrated  by  this  table  there 
are  significant  characteristics  that  different- 
iate the  four  groups  of  Mycobacteria  from  M. 
tuberculosis.  This  table  is  not  intended  to  be 
a complete  guide,  since  for  example,  Nocardia 
may  have  all  the  characteristics  given  for 
group  IV  and  M.  avium  those  given  for  group 
III.  For  those  who  wish  more  detailed  inform- 
ation on  the  identification  of  Mycobacteria  the 
VA  hand-book  of  tuberculosis  laboratory 
methods,  (7)  which  costs  only  40  cents,  is  an 
excellent  reference. 


Results 

Between  November  1961  and  November 
1964  a total  of  2487  cultures  w'ere  planted. 
Of  these,  211  revealed  growth  of  Mycobac- 
teria ol  all  types:  164  were  Mycobacterium 
tuberculosis  and  47  were  Mycobacteria  other 
than  tuberculosis.  A summary  of  the  clinical 
findings  of  persons  found  to  harbor  myco- 
bacteria other  than  M.  tuberculosis  appears 
in  the  Tables. 
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Group  I : photochroiiiogens,  have  not 
been  encountered  yet. 

(iroup  II:  scotochroniogens,  (Table  IV) 
were  found  in  10  cultures  obtained  from 
eight  persons.  Of  these,  it  is  likely  that  the 
mycobacteria  cultured  were  of  clinical  im- 
portaix-e  in  two  of  the  patients:  no.  1,  in 
whom  two  cultures  of  pus  aspirated  under 
sterile  conditions  from  a cervical  node  re- 
vealed group  II  Mycobacteria  and  no.  3, 
in  whom  large  numbers  of  colonies  were 
cultured  on  two  occasions.  In  the  latter 
patient  it  is  of  interest  that  a smear  of  a 3 
day  morning  sample  of  sputum  revealed  acid 
fast  bacilli  and  would  have  been  confused 
with  tuberculosis  had  the  mycobacteria  not 
been  properly  identified. 

Group  III  mycobacteria,  nonchromogens 
(Table  V)  were  encountered  most  often. 
Thirty  cultures  obtained  from  22  persons 
revealed  group  III  Mycobacteria.  In  most 
instances  the  number  of  colonies  encountered 
was  insufficient  to  assign  clinical  significance 
to  the  presence  of  mycobacteria.  In  4 cases, 
(no.  6,  no.  9,  no.  11  and  no.  22)  heavy 
colony  growth  or  repeated  growth  on  two  or 
more  occasions  was  suggestive  of  the  possibili- 
ty that  the  mycobacteria  were  responsible  for 
pulmonary'  lesions.  I lowever,  in  none  of  these 
were  clinical  manifestations  of  important 
pathology  encountered.  In  two  others  (pa- 
tients no.  1 and  no.  4) , growth  of  myco- 
bacteria obtained  by  culture  of  jms  drawn 
from  a lymph  node  abscess  by  closed  aspira- 
tion under  sterile  techniciue,  indicated  that 
the  nonchromogen  was  the  responsible  etiol- 
ogical agent.  In  patient  no.  10,  an  eight 
year  old  girl  with  a renal  calculus,  the  signi- 
ficance of  the  mycobacteria  cultured  could 
not  be  established.  Repeated  cultures  in  this 


patient  failed  to  reveal  mycobacteria  again. 

Group  IV  Mycobacteria  (Table  VI) 
were  cultured  6 times  from  6 persons..  How- 
ever, in  only  one  of  these  (patient  no.  5) 
was  the  number  of  colonies  large  enough  to 
suspect  that  the  Mycobacteria  were  etiologic- 
al agents  of  pulmonary  pathology. 

Discussion 

The  results  of  this  study  indicate  that  infec- 
tions with  unclassified  mycobacteria  are  com- 
mon in  Puerto  Rico.  In  agreement  with  the 
findings  of  other  investigators,  (6)  (8)  (2) 
in  most  of  the  patients  infected  with  non-tu- 
berculous  mycobacteria  no  disease  could  be 
detected.  Also  in  most  of  those  from  whom 
unclassified  mycobacteria  were  recovered  it 
appeared  that  they  were  not  acting  as  patho- 
gens. Kendig  has  pointed  out  that  the  pre- 
sence of  unclassified  mycobacteria  in  gastric 
washings  in  children  does  not  necessarily  in- 
dicate that  they  are  the  causative  agents  of 
a disease  process  and  that  such  mycobacteria 
may  be  recovered  from  patients  who  give 
negative  skin  reactions  to  the  antigens  pre- 
pared from  those  mycobacteria  (6). 

Hinshaw  and  (iarland  (2)  state  that  in  or- 
der to  diagnose  disease  due  to  mycobacteria 
the  organisms  must  be  found  frequently  and 
in  abundance,  since  in  pulmonary  infections 
mycobacteria  may  be  chance  contaminants 
in  the  gastric  contents  or  sputum.  Myco- 
bacteria isolated  from  closed  abscesses,  pleu- 
ral fluid  and  similar  specimens  are  probably 
pathogenic.  In  an  editorial,  which  appeared 
recently  (9)  in  the  JAMA,  it  was  pointed  out 
that  the  diagnosis  of  pulmonary  tuberculosis 
can  no  longer  be  made  from  a chest  roent- 
genogram supported  by  smear  and  culture 
identification  of  acid  fast  organisms  in  the 
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sputum.  It  was  also  stated  that  non  tuber- 
culous inycobacterioses  comprise  up  to  10% 
of  cases  diagnosed  as  pulmonary  tuberculosis. 

In  our  group  of  patients,  it  is  unusual  that 
group  I photochromogens  was  not  encount- 
ered. There  are  numerous  reports  elsewhere  of 
disease  due  to  this  group,  (10)  (11)  including 
pulmonary  lesions  in  adults  seen  in  the  East 
Central  part  of  the  United  States,  pulmonary 
pathology  in  two  Puerto  Rican  children  seen 
in  New  York,  (11)  a case  of  fatal  pneumo- 
nia in  an  infant  4 weeks  of  age,  cases  of  gra- 
nulomatous lymphadenitis  and  possibly  cat 
scratch  fever.  (12)  Infection  with  photochro- 
mogens are  said  to  be  more  common  in  the 
northern  states  and  Texas  (4). 

The  scotochromogen  group  II  mycobac- 
teria have  been  reported  to  be  more  patho- 
genic for  children  than  for  adults.  The  lesions 
that  have  been  described  associated  with 
this  group  include  chronic  pulmonary  di- 
sease, (4)  skeletal  lesions  (13)  similar  to  those 
of  skeletal  tuberculosis  and  cervical  adenitis 
in  children  ( 14) . In  our  patients  we  encount- 
ered this  type  of  mycobacteria  as  a possible 
significant  pathogen  in  a child  with  cervical 
adenitis  and  in  an  adult  with  pulmonary 
pathology. 

The  group  III  nonchromogenic  (Battey 
group)  mycobacteria  have  been  reported 
elsewhere  to  be  pathogenic  mostly  for  adults 
(11)  and  rarely  for  children.  Clinical  forms 
that  have  been  described  include  pulmonary 
lesions  and  generalized  granulomatous  di- 
sease similar  to  Letterer-siwe  disease.  (11) 
In  our  patients  this  group  of  mycobacteria 
was  most  commonly  encountered,  but  usual- 
ly it  did  not  produce  pathology.  It  seemed 
to  be  of  clinical  significance  in  several  adults 
with  pulmonary  disease  and  in  two  pa- 
tients with  lymphadenitis  and  closed  abscess 


formation;  both  were  children  in  whom  the 
specimen  was  obtained  under  sterile  condi- 
tions by  needle  aspiration.  The  finding  in 
many  persons  of  group  III  Mycobacteria  is 
in  agreement  with  the  high  prevalence  of 
reactions  to  skin  tests  with  the  Battey  antigen 
that  we  have  observed  among  adolescents 
and  young  adults  in  Puerto  Rico. 

Group  IV  mycobacteria,  the  rapid  grow- 
ers, have  been  recovered  from  patients  with 
chronic  pulmonary  disease,  lymphadenitis, 
malignancy  of  lung  and  pleura  (4),  and 
cutaneous  lesions  including  swimming  pool 
(15)  (16)  granuloma.  In  our  patients  this 
group  of  Mycobacteria  may  have  been  res- 
ponsible for  disease  in  only  one  who  had  mild 
pulmonary  pathology. 

The  selection  of  our  clinical  material 
has  undoubtedly  limited  the  clinical  pictures 
encountered.  It  is  clear  from  our  findings 
that  infection  with  mycobacteria  of  the 
Battey  strain  or  an  organism  closely  related 
to  it,  is  very  common  in  our  environment. 
It  appears  that  disease  due  to  unclassified 
mycobacteria  is  not  rare  in  Puerto  Rico,  al- 
though when  considered  in  proportion  to  the 
high  prevalence  of  infection  the  morbidity  en- 
countered is  relatively  low  and  apparently  of 
low  virulence  in  most  cases.  The  results  of 
sensitivity  studies  and  therapy  of  patients  af- 
fected with  mycobacterial  disease  are  beyond 
the  scope  of  this  communication.  Isoniazid 
and  stretptomycin  are  considered  the  drugs 
of  choice  (17)  although  in  about  one  half 
of  the  cases  they  are  not  effective.  Resistance 
to  PAS  is  common.  Therapy  with  other  anti- 
microbial agents  such  as  viomycin,  cyclose- 
rine, pyrazinamide,  and  ethionamide,  may 
be  indicated  in  severe  progressive  lesions  and 
should  be  guided  by  sensitivity  studies.  Ex- 
cision of  affected  nodes,  (18)  or  resection 
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of  extensively  affected  localized  pulmonary 
lesions  may  be  the  treatment  of  choice  in 
selected  cases. 

The  epidemiology  of  infection  with  un- 
classified mycobacteria  is  not  well  under- 
stood. Infections  with  unclassified  mycobac- 
teria have  not  been  shown  to  be  transmitted 
from  one  person  to  another  (9)  so  that  af- 
fected patients  should  not  be  isolated  or 
hospitalized  in  sanatoria.  Unclassified  myco- 
bacteria have  been  found  in  old  distilled 
water,  water  aerators,  gelatin  used  to  pre- 
pare tissue  sections,  (19)  tap  water,  swim- 
ming pools,  skin  and  saliva  of  normal  per- 
sons, (20)  soil,  milk,  (21)  vegetables  and 
various  animals.  In  some  of  the  early  reports 
such  as  that  of  González  in  1938,  (22)  an 
excellent  description  was  made  of  a fatal 
mycobacterial  infection  in  a frog  with  an 
organism  that  had  the  characteristics  of  a 
photochromogen;  it  was  assumed  that  the 
frog  had  tuberculosis  and  references  were 
quoted  on  “tuberculosis”  in  snakes,  fish  and 
turtles. 

Persons  infected  with  atypical  mycobacteria 
do  not  show  increased  susceptibility  to  tuber- 
culosis; on  the  contrary,  studies  carried  out 
in  guinea  pigs  have  demonstrated  that  guinea 
pigs  infected  with  certain  groups  of  unclas- 
sified mycobacteria,  particularly  group  I,  re- 
act to  a subsequent  challenge  with  virulent 
M.  tuberculosis  as  if  they  had  been  vaccin- 
ated with  BGG.  (23) 

It  has  been  suggested  that  some  of  the 
unclassified  mycobacteria  might  be  variants 
of  the  tubercle  bacillus,  possibly  as  a result 
of  the  effect  of  antimicrobial  therapy.  This 
has  not  been  proved  beyond  doubt,  although 
there  is  evidence  suggesting  that  mycobacte- 
ria as  well  as  other  bacteria  can  exist  in  more 
than  one  form.  (24)  Another  explanation 
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which  has  been  offered  for  the  emergence 
of  unclassified  mycobacteria  is  that  tuber- 
culous patients  harbor  mycobacteriophages 
which  might  be  responsible  for  mutations  of 
tubercle  bacilli.  (25) 

Palmer  has  pointed  out  that  as  tubercu- 
losis infection  rates  continue  to  fall,  the  re- 
lative importance  of  infection  with  myco- 
bacteria other  than  tuberculosis  will  increase. 
(26)  The  proportion  of  tuberculin  sensitivity 
caused  by  mycobacteria  other  than  tubercu- 
losis is  already  as  much  as  50%  in  some 
parts  of  the  United  States.  In  Puerto  Rico, 
as  demonstrated  by  Tables  I and  II,  the  si- 
tuation will  be  similar  to  that  of  the  United 
States  in  the  near  future. 

In  the  therapy  of  primary  tuberculous 
infection  or  of  tuberculin  converters,  the 
possibility  of  infection  with  unclassified  myco- 
bacteria should  be  considered,  since  it  has 
been  estimated  that  10%  of  children  being 
treated  in  certain  communities  are  Battey 
reactors  and  should  not  be  counted  as  cases 
of  tuberculosis.  (27)  This  situation  is  pro- 
bably similar  or  worse  in  Puerto  Rico. 


Summary  and  Conclusions 

The  Mycobacterioses  is  a term  used  to 
cover  disease  due  to  all  mycobacteria,  in- 
cluding tuberculous  as  well  as  non  tuber- 
culous mycobacteria  such  as  those  labeled 
atypical,  anonymous,  unclassified  or  non 
tuberculous. 

It  has  been  demonstrated  that,  in  Puerto 
Rico,  the  prevalence  of  infection  with  myco- 
bacteria other  than  tuberculosis  is  very 
high.  Persons  infected  with  these  mycobac- 
teria may  react  to  tuberculin  and,  at  times, 
may  show  disease  which  is  usually  of  low 
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virulence.  Non  tuberculous  mycobacteria 
cannot  be  distinguished  from  M.  tuberculosis 
by  their  appearance  on  the  stained  smear 
nor  by  the  histopathological  changes  that 
they  produce.  They  can  be  identified  only 
by  their  characteristics  on  culture. 

The  possibility  of  infection  or  disease 
produced  by  non  tuberculous  mycobacteria 
should  be  considered  in  all  persons  suspected 
of  having  tuberculosis  who  have  a weakly 
positive  tuberculin  reaction  or  who  fail  to 
respond  to  the  usual  antituberculous  chemo- 
therapy. This  is  particularly  important  since 
disease  due  to  non  tuberculous  mycobacteria 
is  not  known  to  be  transmitted  from  one 
person  to  another;  therefore  these  patients 
should  not  be  hospitalized  in  sanatoria  and 
should  not  be  kept  together  with  tuber- 
culous patients.  Furthermore,  in  children  in- 
fected with  non  tuberculous  mycobacteria 
no  therapy  is  indicated,  whereas  children 
recently  infected  with  tuberculosis  should  re- 
ceive isoniazid  prophylactically  for  one  year. 
It  has  been  estimated  that  around  10%  of 
children  and  adults  on  treatment  for  tuber- 
culosis at  present,  actually  are  infected  with 
non  tuberculous  mycobacteria. 

Resumen  y Conclusiones 

La  denominación  Micobacterioses  inclu- 
ye enfermedad  por  micobacterias  tanto  de 
origen  tuberculoso  como  no  tuberculoso,  ta- 
les como  las  llamadas  atípicas,  anónimas,  in- 
clasificadas o no-tuberculosas. 

Se  ha  demostrado  que  en  Puerto  Rico 
la  prevalencia  de  infección  por  micobacte- 
rias no  tuberculosas  es  sumamente  alta.  Las 
personas  infectadas  con  estas  micobacterias 
pueden  reaccionar  a la  tuberculina  y a ve- 
ces tener  enfennedad  por  las  mismas,  la 


cual  es  comúnmente  de  poca  virulencia.  Las 
micobacterias  no  tuberculosas  no  se  pueden  i 
distinguir  del  M.  tuberculosis  por  su  apa-jl 
riencia  en  el  extendido  ni  por  las  alterado-  É 
nes  histopatológicas  que  producen.  Se  iden-  I 
tifican  por  sus  características  en  el  medio  de 
cultivo.  1 

Se  debe  considerar  la  posibilidad  de  in- 1 
fección  o enfermedad  por  micobacterias  noí 
tuberculosas  en  toda  persona  en  quien  se  j 
sospecha  tuberculosis  y que  no  responde  a 
la  quimioterapia  antituberculosa  habitual  o 
que  tiene  una  reacción  débilmente  positiva  a 
la  tuberculina.  Esto  tiene  gran  importancia.® 
ya  que  la  enfermedad  por  micobacterias  noH 
tuberculosas  no  se  transmite  de  una  perso-B 
na  a otra  y,  por  lo  tanto,  estos  pacientes  ■ 
no  deben  hospitalizarse  en  sanatorios  ni  te-H 
nerse  juntos  con  otros  enfermos  tuberculosos.  ■ 
.Xdemás,  entre  niños  con  infecciones  por  mi- 
cobacterias no  tuberculosas  no  está  indicado 
tratamiento  alguno,  mientras  que  niños  con 
infección  tuberculosa  reciente  deben  recibir 
isoniacida  profilácticamente  por  un  año.  Se 
ha  estimado  que  alrededor  de  un  10%  de 
niños  y adultos  actualmente  bajo  tratamien- 
to por  tuberculosis,  de  hecho  tienen  infec- 
ciones por  micobacterias  no  tuberculosas. 
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Fig.  1:  (Case  4,  Table  V)  Pre-auricular 
adenitis  due  to  Group  III  nonchromogenic 
mycobacteria.  This  two-year  old  boy  was  seen 
at  the  Pediatric  Chest  Clinic  of  the  University 
Hospital  in  June  of  1963  because  a pre-auri- 
cular mass  of  two  months  duration.  He  had 
a 10  mm.  reaction  to  PPD-S,  a 16  mm.  reac- 
tion to  Battey  PPD.  Roentgenogram  of  the 
chest  was  negative.  The  mass  was  purplish 
red,  fluctuant,  and  contained  pus  which  on 
smear  revealed  acid  fast  bacilli  identified  as 
nonchromogenic  group  III  mycobacteria. 
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EDITORIAL 


PROPOSAL  FOR  A CHILDREN’S 
HOSPITAL  AND  PEDIATRIC 
CENTER  IN  PUERTO  RICO 

Infant  mortality  and  morbidity  in  Puerto  Rico  arc  still  very  high  when 
compared  with  that  of  other  advanced  cotnmunitics.  A7nong  the  important  rea- 
sons for  this  situation  are  ignorance  and  a rapidly  growing,  predominantly  young 
population  that  is  continually  outgrowing  health  resources  and  facilities  which 
were  inadequate  from  the  beginning.  Physicians  who  treat  children  in  Puerto  Ri- 
co know  that,  qualitatively  and  quantitalively,  adequate  facilities  for  specialized 
care  of  children,  are  lacking  both  in  private  and  in  public  hospitals.  This  situation 
is  unfortunate,  not  only  for  the  patients  who  may  receive  inadequate  inunediate 
care,  but  also  for  the  future  patients  of  physicians,  medical  students  and  nurses 
who  receive  their  trainning  in  our  institutions.  The  creations  of  adequate  training 
progra7ns  is  not  possible  under  the  present  circumstances. 

In  many  of  our  institutions  brave  attempts  have  been  made  to  raise  stand- 
ards and,  indeed,  certain  aspects  of  the  child  care  that  they  provide  are  com- 
mendable. However,  no  local  institution  has  succeeded  in  providing  the  degree 
of  excellence  that  is  so  necessary  for  optimal  care. 

The  present  system  of  pediatric  care  in  Puerto  Rico,  in  which  an  area  of  a 
general  hospital  is  separated  for  children,  and  a variable  share  of  an  inadequate 
budget  is  assigned  to  that  unit,  has  proved  to  be  unsatisfactory.  This  has  been 
the  experience  of  those  of  us  who,  for  many  frustrating  years  have  had  to  pro- 
vide direct  care  of  hospitalized  as  well  as  ambulatory  patients.  There  is  no  ques- 
tion that  our  children  urgently  need  one  or  more  well  endowed  institution  for 
their  total  and  exclusive  care.  The  importance  of  this  type  of  institution  has  been 
recognized  throughout  the  world,  having  reached  its  apogee  in  the  Soviet 
Union^  where  medical  institutes  have  separate  faculties  for  the  study  of  pedia- 
trics and  certify  their  new  graduates  as  physician-pediatricians  {\).  In  the  United 
States,  nmnerous  new  pediatrics  centers  are  being  erected.  The  most  recent  and 
outstanding  example,  because  of  its  generous  and  modern  facilities,  is  Hopkins 
Children’s  Medical  Center. 
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Recently  the  professor  of  pediatrics  of  Harvard  University,  Doctor  Jane- 
way, in  a preview  of  pediatrics  of  1984  stated:  (2)  “The  increasing  knowledge  of 
the  special  needs  of  children  — both  physical  and  emotional — have  created  the 
phenomena  of  increasing  specialization  in  pediatrics  and  have  created  the  de- 
mand for  children’s  hospitals.  It  will  be  just  as  essential  to  have  pediatric  sur- 
geons, pediatric  radiologists  and  pediatric  pathologists  as  it  is  to  have  specialists  in 
pediatric  medicine.  Children’s  hospitals  are  the  best  places  for  the  care  of  child- 
rens because  this  is  where  you  can  concentrate  all  the  people  with  special  know- 
ledge and  skill.  Every  doctor  in  the  community  who  takes  care  of  children,  who 
can  use  such  an  institution,  will  benefit  from  the  presence  of  these  highly 
trained  people.  Such  and  institution,  however,  must  avoid  becoyyiing  an  ivory  tow- 
er. Ideally  one  should  build  a children’s  hospital  with  one  end  attached  to  a 
medical  school  with  its  basic  science  departments  and  the  other  end  to  outpa- 
tient clinics  and  offices  into  which  patients  come  from  the  community” . It  is  ob- 
vious that  in  Puerto  Rico,  despite  the  progress  made  during  the  last  decades,  a 
vacuum  has  been  left  with  respect  to  this  type  of  total  well  coordinated,  specializ- 
ed care  adapted  to  meet  the  needs  of  children.  This  need  was  presented  in  detail 
before  the  Children’s  Commission  of  Puerto  Rico  in  its  Barranquitas  meeting  of 
1962.  (3)  Subsequently  the  San  Juan  Interdepartamental  Committee  of  the 
Children’s  Commission  of  Puerto  Rico  studied  the  situation  in  detail  and  unani- 
mously approved  a resolution  recommending  the  creation  of  a model  hospital  and 
pediatric  center  (4).  In  our  medical  school  the  faculty  of  pediatrics  has  repeatedly 
made  similar  recoiyimendations  to  the  health  authorities  and,  in  this  regard,  a 
previous  editorial  of  the  Boletín  clearly  expressed  the  views  of  the  Department  in 
favor  of  such  an  institution.  (5)  In  our  Medical  Association  the  need  for  a com- 
munity children’s  hospital  has  been  recognized,  as  expressed  in  a resolution  dur- 
ing the  last  meeting  of  the  House  of  Delegates.  (6)  Both  of  our  pediatric  socie- 
ties, the  Pediatric  Section  of  the  Puerto  Rico  Medical  Association  and  the  Puer- 
to Rico  Chapter  of  the  American  Academy  of  Pediatrics  have  joint  committees 
that  are  actively  promoting  such  an  institution  and  have  made  formal  requests 
to  the  Secretary  of  Health  concerning  space  for  a children’s  hospital  and  pedia- 
tric center  in  the  Puerto  Rico  Medical  Center  (7). 

Other  communities  outside  of  Puerto  Rico  have  come  to  similar  conclu- 
sions in  regard  to  the  solution  of  their  child  care  problems.  In  certain  large  well 
endowed  hospitals  it  has  been  possible  to  maintain  excellent  pediatric  units  that 
operate  with  a large  degree  of  autonomy.  However,  authorities  in  public  health 
and  hospital  planning  for  children  are  realizing  that  most  n . tropolitan  areas  are 
neither  large  nor  rich  enough  to  support  many  small  and,  at  the  same  time  effi- 
cient pediatric  units.  Dr.  R.  M.  Sigmond,  of  the  Hospital  Council  of  Western 
Pennsylvania  and  Graduate  School  of  Public  Health  of  the  University  of  Pitts- 
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burgh,  advises  planning  of  children’s  services  on  a community  wide  basis.  (8)  He 
stresses  the  fact  that  small  units  interfere  with  provision  of  high  quality  com- 
prehensive care  and  are  wastefull  of  scarce  personnel  and  dollars. 

For  the  children  of  Puerto  Rico  we  propose  the  creation  of  a modern  hospital 
and  pediatric  center  providing  services  in  preventive  medicine,  hospital  and  out- 
patient care,  teaching,  and  research.  (7 ) It  should  be  a non  profit,  community  ins- 
titution open  to  all  children  of  Puerto  Rico,  where  all  patients  would  receive  the 
same  highly  skilled  care  regardless  of  their  ability  to  pay.  It  is  unlikely  that  the 
governynent  of  Puerto  Rico  alone  would  have  the  resources  to  build  and  main- 
tain such  an  institution,  but  it  is  known  that  there  are  many  outstanding  members 
of  I he  coynmunity  who  are  willing  and  able  to  contribute  with  their  own  efforts 
or  by  means  of  donations  to  raise  the  necessary  funds.  The  cooperation  and  lea- 
dership of  the  ynedical  profession  and  particularly  the  pediatricians  of  Puerto  Ri- 
co will  be  vital  to  the  success  of  such  a project.  It  will  be  essential  to  work  in 
harynony  with  coyyimunity  groups  as  well  as  with  governyyient  agencies  interested 
in  the  project.  The  community  is  aware  of  the  present  deficiencies  in  the  care  of 
its  children  and  is  crying  for  improveyyient.  Those  of  us  who  work  with  sick 
children  are  constantly  aware  of  the  urgent  need  and  feel  that  the  solution  to  the 
problem  should  not  be  a dream  for  the  distant  future.  We  all  believe  that  our 
children  have  a right  to  the  best  and  that  without  a healthy  start  in  life  it  will  not 
be  possible  to  have  useful  citizens,  sound  in  body  and  mind. 

J . E.  Sifontes,  M.  D. 
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Tranquilizers;  (Tranquilizantes).  William 
Hawke,  M.D.;  Douglas  A.  MeReal,  M.D. 
Hospital  for  Sick  Children,  Toronto,  Cana- 
da. Clinical  Pediatrics  \ ol.  3^  ^o.  4 April 
196Jf. 

Los  tranquilizantes  son  aquellas  drogas 
que  en  dosis  terapéuticas  inducen  relajamien- 
to psíquico  y disminuyen  la  tensión  emocio- 
nal, sin  actuar  como  hipnóticos  y sin  interfe- 
rir en  las  funciones  intelectuales.  Deben  de 
reducir  la  excitación,  la  agresividad  y ser  de 
beneficio  en  algunas  psicosis. 

Se  clasifican  en  los  siguientes  grupos:  (1) 
Fenotiacinas:  La  clorpromacina  y sus  deriva- 
dos, las  fenotiacinas,  son  el  grupo  más  con- 
fiable y efectivo  en  niños.  (2)  Derivados  de 
Ravvolfia;  La  reserpina  es  el  más  conocido 
Exhibe  la  combinación  de  efecto  hipotensor 
y sedante.  (3)  Derivados  de  Difenilmetano: 
Son  útiles  en  trastornos  severos.  (4)  Subs- 
titutos de  Propanediol;  El  meprobamato  tie- 
ne sus  mejores  efectos  de  sedante  en  adultos. 
(5)  Derivados  de  Diacepoxida:  Ayudan  a ni- 
ños con  ansiedad  y tensión  emocional.  (6) 
Dilantin  en  dósis  anticonvulsivantes  ayuda  en 
niños  con  problemas  de  conducta  asociados 
a cambios  en  el  electroencefalograma.  Las  an- 
fetaminas  y la  dexedrina  en  dosis  de  10-40 
mgm.  ayuda  a los  pacientes  con  daño  cere- 
bral orgánico.  Los  barbitúricos  continúan 
entre  los  preferidos  debido  a la  experiencia 
que  se  tiene  con  ellos  y a su  baja  toxicidad. 


Supuestamente,  el  mecanismo  de  acción 
de  las  fenotiacinas  y la  clorpromacina  es  a 
través  del  aumento  en  la  actividad  reticular, 
del  centro  anti-hemético,  del  efecto  sobre 
los  sistemas  límbico  y extrapiramidal. 

Indicaciones:  (1)  Lactantes  hipertónicos 
y niños  hipercinéticos,  (2)  En  la  agresividad 
o perturbación  del  niño  retardado  mental 
que  requiera  control.  (3)  Para  aumentar  el 
poder  de  concentración  y controlar  la  im- 
petuosidad del  niño  con  daño  cerebral.  (4) 

En  problemas  de  conducta,  síndromes  neuró- 
ticos, ansiedad,  fobias,  compulsiones  y mie- 
dos. (5)  Problemas  Psicosomáticos,  tales  co-  ,, 
mo  los  dolores  de  abdomen,  dolores  de  ca-  j 
beza,  enuresis,  trastornos  en  el  lenguaje.  (6)  ' 

Psicosis,  especialmente  esquizofrenia.  (7)  i 
Convulsiones. 

Observaciones  Generales : ( 1 ) La  dosis  te-  ' 
rapéutica  es  un  factor  individual  y no  se  pue- 
de predecir  la  toxicidad.  (2)  Es  necesario 
un  intervalo  de  tres  a cuatro  semanas  de  ob-  ; 
servación  para  decidir  si  la  droga  es  efec-  . 
tiva.  (3)  Se  debe  empezar  con  una  dosis  , 
baja  e ir  aumentando  gradualmente  hasta  en-  ] 
contrar  aquella  que  produce  el  efecto  tera- 
péutico deseado.  (4)  Las  dosis  altas  son  to- 
leradas bien  por  los  niños  y a veces  son  ne- 
cesarias para  lograr  el  efecto  deseado.  (5) 
Entre  la  gama  de  nuevas  drogas,  el  médico 
debe  de  familiarizarse  con  una  o dos  de  ellas 
y usarlas  siempre  sin  cambiar  con  frecuencia  J 
de  una  a otra.  (6)  El  efecto  terapéutico  es 
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mejor  en  niños  hiperactivo  y agresivo  y en 
las  reacciones  psicóticas;  es  menor  en  niños 
ansiosos  con  reacciones  neuróticas  fóbicas  y 
síntomas  picosomáticos. 

La  toxicidad  y los  efectos  secundarios  se 
dividen  en  cuatro  grupos;  (1)  Efectos  so- 
bre la  conducta;  produciendo  somnolencia^ 
letargo,  depresión,  ansiedad  e intranquilidad. 
(2)  Efectos  sobre  el  sistema  nervioso  central; 
produciendo  el  síndrome  Parkinsoníano,  tem- 
blores, mareos,  debilidad  y convulsiones.  (3) 
Efectos  sobre  el  sistema  autonómico;  produ- 
ciendo hipotensión,  congestión  nasal,  seque- 
dad de  las  mucosas,  vómitos  y diarrea.  (4) 
Reacciones  alérgicas;  como  dermatitis,  reti- 
nitis, ictericia  y agranulocitosis.  Las  más  co- 
munes son  los  síntomas  extrapiramídales,  la  ic- 
tericia y la  agranulocitosis. 

Carmen  A.  de  Caiseda,  M.D. 

Poor  appetite  in  children.  The  basic 
causes.  ( La  jaita  de  Apetito  en  los  Niños. 
Causas  Principales.)  R.  S.  Illingworth,  M.D., 
University  of  Sheffield,  England.  Clinical  Pe- 
diatrics, Vol.  3,  No.  5,  May  1964. 

La  falta  de  apetito  en  los  niños  es  una 
queja  frecuente  en  la  práctica  pediátrica.  Su 
prevención  y tratamiento  depende  del  cono- 
cimiento de  las  causas. 

La  personalidad  de  los  padres  y la  na- 
turaleza del  embarazo  son  causas  prenata- 
les de  la  anorexia  en  el  niño.  Un  embarazo 
tormentoso  tiende  a evitar  nuevos  embara- 
zos, por  lo  que  el  niño  se  cría  solitario  y so- 
bre¡)rotegido.  La  propaganda  en  revistas  y 
libros  sobre  ciertos  alimentos  pone  ansiosas 
a las  madres  si  resulta  que  sus  hijos  recha- 
zan ese  alimento  en  particular.  Las  gráficas 
sobre  el  peso  y desarrollo  hacen  que  el  bebé 
sea  comparado  continuadamente  con  los  de- 
más. Si  no  aumenta  de  peso,  se  piensa  que 


está  enfenno,  sin  considerar  que  normalmen- 
te este  fluctúa.  El  apetito  también  varía  de 
día  en  día  y las  diferencias  y necesidades  in- 
dividuales deben  de  tomarse  en  consideración. 
El  niño  de  estructura  pequeña  come  menos 
que  aquel  de  estructura  mayor,  pero  la  preo- 
cupación de  la  madre  hace  que  le  ofrezca 
más  comida  al  primero,  la  cual  rechaza.  El 
niño  es  calmoso  y gusta  de  jugar  con  la  comi- 
da, lo  que  preocupa  y desespera  a la  ma- 
dre, que  ansiosa,  lo  fuerza  a comer.  La  tar- 
danza en  introducir  los  alimentos  sólidos 
cuando  ya  el  niño  está  preparado  para  mas- 
ticarlos, puede  ser  una  causa  para  que  los 
rehúse  y le  produzcan  vómitos.  Enfermeda- 
des tales  como  las  infecciones  urinarias  y 
otros  trastornos  físicos  pueden  producir  ano- 
rexia. 

El  niño  es  individualista  y desarrolla  há- 
bitos y gustos  de  comer  propios.  Su  negativis- 
mo  e individualismo  hacen  que  desee  comer 
solo,  mientras  que  la  madre  se  empeña  en 
darle  de  comer.  A la  larga  el  nifio  descubre 
que  el  hecho  de  negarse  produce  un  revuelo 
en  la  casa  y muchas  veces  es  premiado  si  co- 
me un  bocado,  lo  que  a la  postre  lo  hará 
muy  exigente.  La  ansiedad  de  los  padres 
hace  que  el  niño  asocie  la  hora  de  comer  con 
algo  desagradable,  dándose  el  caso  de  que 
llore  cuando  la  comida  es  preparada.  Este 
tipo  de  condicionamiento,  junto  al  negati- 
vismo  normal  del  niño,  se  cuentan  como  cau- 
sas básicas  de  la  anorexia  que  van  asociadas 
con  las  ansiedades  de  los  padres. 

Carmen  A.  de  Caiseda,  M.D. 
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Pigmentation  of  the  primary  dentition: 
Pathogenesis  and  diagnostic  implications. 

( Pigmentación  de  la  Dentición  Primaria: 
Patogénesis  e Implicaciones  Diagnósticas) . 
John  S.  Ball,  F.D.S.,  L.D.S.,  Senior  Hospi- 
tal Dental  Office,  Children’s  Department, 
Edinburg,  Scotland.  Clinical  Pediatrics, 
Vol.  3,  No.  7,  July  1964. 

La  pigmentación  en  la  dentición  prima- 
ria preocupa  por  su  posible  efecto  sobre  la 
permanente.  El  esmalte  es  absolutamente  im- 
penetrable a las  manchas  cuando  está  madu- 
ro e intacto.  Al  nacer,  la  formación  del  es- 
malte se  interrumpe  debido  a los  cambios 
fisiológicos  que  ocurren.  Factores  tóxicos  co- 
mo el  exantema  súbito  y los  pigmentos  de  bi- 
lis, pueden  interrumpir  su  formación  resul- 
tando en  una  estructura  hipoplásica.  La  den- 
tina yace  inmediatamente  debajo  del  esmal- 
te, si  durante  su  formación  hay  pigmentos 
tales  como  las  tetraciclinas  y la  biliverdina 
circulando  en  la  sangre,  éstos  pueden  incor- 
porarse al  diente  en  forma  permanente. 

La  elaboración  del  tejido  duro  en  la  den- 
tadura primaria  comienza  a los  cuatro  me- 
ses de  gestación.  La  corona  de  los  dientes 
pennanentes,  con  excepción  de  los  primeros 
molares,  no  comienza  a formarse  hasta  los 
tres  o cuatro  meses  después  del  nacimien- 
to y no  es  afectada  por  factores  neonatales, 
pero  podría  serlo  por  aquellos  que  actúen 
durante  los  primeros  siete  años  de  vida. 

Las  manchas  exógenas  en  los  dientes  con 
el  esmalte  intacto  pueden  aparecer  como 
pequeñas  lineas  negras  alrededor  de  éstos.  Es- 
tán asociadas  con  bacterias  cromógenas  no 
acidógenas,  por  lo  cual  no  dañan  el  esmalte 
y ocurren  a pesar  de  la  buena  higiene.  En 
casos  en  que  la  higiene  es  pobre  pueden  pro- 
ducirse manchas  verdes  en  el  tercio  gingival 
asociadas  con  bacterias  cromógenas  y acidó- 


genas que  los  hace  suceptibles  a las  caries. 
Los  medicamentos  también  pueden  producir 
manchas  exógenas.  Los  tónicos  de  hierro  de- 
jan depósitos  de  sulfuro  de  color  oscuro,  es- 
pecialmente si  se  usan  preparaciones  áci- 
das  dulces  que  sirvan  de  sustrato  a las  bac- 
terias.. La  administración  prolongada  de  ni- 
trofuradantoina  produjo  un  color  amarillo 
brillante.  En  los' dientes  con  esmalte  defec- 
tuoso debido  a trauma  o a caries,  en  los  que 
se  expone  la  dentina,  se  produce  una  colora- 
ción oscura.  El  moteado  del  esmalte  produ- 
cido por  el  fluoruro  varía  en  relación  directa 
con  la  concentración  del  ión  en  el  agua.  La 
fluorosis  no  afecta  la  dentadura  primaria,  ya 
que  el  esmalte  se  forma  en  el  útero,  y la  ba- 
rrera placentaria  no  deja  pasar  grandes  con- 
centraciones del  ión  a la  circulación  fetal.  La 
amalgama  de  cobre,  los  aceites  de  especias,  el 
nitrato  de  plata  y otros  materiales  usados  en 
odontología  tienden  a manchar  de  verde  o 
negro  y a oscurecer  la  dentina. 

Las  manchas  intrínsecas  pueden  produ- 
cirse por  trauma  con  hemorragia  y muerte 
de  la  pulpa  dejando  un  color  gris  localiza- 
do. Durante  la  reabsorción  fisiológica  de  la 
raíz  del  diente  primario,  se  pueden  reabsor- 
ber el  cemento  y la  dentina  permaneciendo 
la  corteza  del  esmalte  a través  de  la  cual  la 
pulpa  se  transluce  como  un  área  de  color  ro- 
sado. Las  tetraciclinas  producen  una  pig- 
mentación generalizada  que  puede  afectar 
cualquiera  de  las  dos  denticiones.  Las  autop- 
sias confirman  que  esta  irisación  se  debe  al 
pigmento  incorporado  dentro  de  la  dentina. 
Su  color  es  amarillo  marrón,  tiende- a iten- 
sificarse  y a oscurecerse  con  el  tiempo  y tam- 
bién se  encuentra  en  el  cemento,  pero  no 
en  el  esmalte.  No  hay  diferencia  en  esta  pro- 
piedad de  tinción  entre  los  derivados  oxi- 
cloro-,  y dimetilcloro-.  Su  uso  prolongado  en 
madres  embarazadas  con  infecciones  urina- 
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rias  puede  manchar  la  dentadura  primaria. 
El  pigmento  biliverdina  se  encuentra  en  la 
dentina  de  los  dientes  deciduales  en  aquellos 
infantes  que  han  sobrevivido  a una  ictericia 
I severa.  La  pigmentación  intrínseca  también 
puede  ser  debida  a defectos  congénitos  here- 
ditarios, tales  como  dentinogénesis  imperfec- 
I ta  y amelogénesis  imperfecta. 

Carmen  A.  de  Caiseda,  M.D. 

\ 

Effects  of  different  concentrations  of  isonia- 
zid  on  tubercle  bacilli  in  guinea  pigs. 

:i  ( Efecto  de  diferentes  concentraciones  de  iso- 
niacida  sobre  el  bacilo  de  tuberculosis  en  co- 

I 

bayos)  Bjerkedal,  T.  and  Palmer,  C.E. 
''(From  the  Research  Section  of  the  Tubercu- 
losis Program,  CDC  U.S.  Public  Health 
Service,  Washington  D.C.,  and  Bergen  In- 
stitute of  Hygiene  and  Social  Medicine,  Ber- 
gen, Norway,  Acta  Tuberc.  Scand.  45:179, 
•1964. 

Se  ha  comprobado  que  en  animales  expe- 
rimentales el  efecto  de  la  isoniacida  es,  no  so- 
lamente inhibir  el  crecimiento  y multipli- 
cación de  los  bacilos  de  tuberculosis,  sino  que, 
mata  parte  de  los  bacilos  en  el  cuerpo  del 
' animal.  Solamente  una  proporción  de  la  po- 
! blación  de  bacilos,  no  importa  su  tamaño 
es  aniquilada  en  un  período  de  tiempo.  Apa- 
rentemente la  velocidad  con  que  los  bacilos 
mueren  es  la  misma  ya  sean  millones  o cien- 
tos los  que  estén  presentes.  Este  trabajo  de  in- 
^ vestigación  se  llevó  a cabo  en  grandes  nú- 
' meros  de  cobayos  que  recibieron  isoniacida 
I en  el  agua  en  dosis  que  variaban  desde  cua- 
tro hasta  treinta  miligramos  por  kilogramo 
de  peso  por  día.  Se  intentó  determinar  si  las 
dosis  más  altas  de  isoniacida  podrían  acortar 
el  tiempo  requerido  para  erradicar  los  ba- 
cilos de  tuberculosis.  Se  encontró  que  las  di- 
ferentes dosis  usadas  fueron  casi  igualmente 


efectivas  para  evitar  y erradicar  la  tuberculo- 
sis en  los  animales  experimentales.  La  efec- 
tividad de  la  quimioprofilaxis  con  isoniacida 
parece  depender  principalmente  de  las  dosis 
de  bacilos  infectantes  y de  la  duración  del  tra- 
tamiento quimioprofiláctico.  Al  comienzo  del 
tratamiento  hubo  una  pequeña  ventaja  con 
las  dosis  altas  de  isoniacida,  pero  esta  venta- 
ja dejó  de  ser  importante  cuando  se  prolon- 
gó la  duración  de  la  quimioprofilaxis.  Se  in- 
terpretaron los  resultados  como  indicativos  de 
que  si  bien  una  dosis  alta  de  isoniacida  po- 
dría ser  beneficiosa  al  comienzo  del  trata- 
miento, esta  dosis  podría  reducirse  rápida- 
mente sin  alterar  la  efectividad  de  la  quimio- 
profilaxis. £ Sifontes,  M.D. 

Crenated  red  cells  in  spinal  fluid.  {Células 
rojas  arenadas  en  el  líquido  cefalorraquídeo) . 
(Editorial)  Alvin,  M.  Mower.  Children’s 
Hospital,  Cincinnati,  Ohio.  Am.  J.  Dis.  Child. 
108:Ji.51,  November  1964. 

El  propósito  de  este  editorial  es  descar- 
tar el  concepto  de  que  el  hallazgo  de  células 
rojas  crenadas  en  el  líquido  cefalorraquídeo 
significa  la  presencia  de  hemorragia  subarac- 
noidea.  Apunta  el  autor  que  el  líquido  cefa- 
lorraquídeo es  alrededor  de  3.5%  hipertónico 
en  relación  con  el  plasma.  Por  lo  tanto,  habrá 
pérdida  de  agua  rápidamente  en  una  célula 
roja  depositada  en  líquido  cefalorraquídeo, 
de  manera  que  células  crenadas  no  quieren 
decir  hemorragia  subaracnoidea.  Líquido  ce- 
falorraquídeo sanguinolento  que  no  cambia 
en  la  intensidad  de  color  en  tubos  de  líquido 
recogidos  sucesivamente  y que  no  forman 
coágulos,  sí  tienen  importancia.  Si  la  sangre 
en  el  líquido  cefalorraquídeo  ha  estado  pre- 
sente allí  por  más  de  4 horas  antes  de  la  pun- 
ción, el  lícjuido  centrifugado  será  xantocro- 
mico. 

José  E.  Sifontes,  M.D. 
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Encéphalites  des  maladies  éruptives  {Ence- 
falitis de  las  enfermedades  eruptivas) , Bastin, 
R.,  et  al.,  Arch.  Franc.  Péd.  21:  9:  1073 
(Nov.  64)  Hospital  Claudio  Bernard  de  Pa- 
rís ) . 

Los  autores  consideran  esencialmente  la 
encefalitis  del  sarampión  o de  la  varicela.  En 
aquél  vieron  18  en  6,700  pacientes,  o sea, 
poco  más  de  2 por  mil;  en  ésta,  4 en  3,079, 
algo  más  de  uno  por  mil,  casos  recogidos  en 
un  hospital  donde  se  ingresan  enfermedades 
infecciosas  únicamente. 

La  encefalitis  del  sarampión  tendría  su 
rúbrica  electroencefalográfica  neta  y distin- 
ta. Poco  consuelo  ha  de  dar  esto  al  clínico, 
sin  embargo,  pues  lo  que  le  interesa  es  saber 
qué  indicios  — en  una  enfermedad  eruptiva — 
permiten  sospechar  que  se  avecina  una  ence- 
falitis. Y la  respuesta  es;  ninguno  en  particu- 
lar. Aparece  ésta,  por  lo  general,  al  5to.  o 
6to.  día,  lo  mismo  en  las  formas  graves  que 
en  las  benignas.  Se  piensa  (Van  Bogaert) 
que  es  una  reacción  alérgica  del  tejido  ner- 
vioso a anticuerpos  provocados  por  la  infec- 
ción viral.  No  se  ha  probado.  Tampoco 
hay  tratamiento  eficaz. 

La  manifestación  neurológica,  por  exce- 
lencia, de  la  varicela  es  como  siempre  la  ata- 
xia cerebelosa.  El  empleo  de  esteroides  está 
contraindicado. 

Manuel  E.  Soto  Viera,  M.D. 


Le  mérycisme.  ( Mericismo) , Aubry,  /.,  et  al. 
Arch.  Franc.  Péd.  21  : 9 : 1067  (Nov.  64) 
(Hospital  de  Niños  Enfermos  de  París). 

En  ocasión  de  2 casos  muy  similares  • — 
que  informan — , los  autores  examinan  este 
curioso  síndrome  tantas  veces  responsable  de 
errores  de  diagnóstico.  Se  ha  culpado,  por 


ejemplo,  a anomalías  esofágicas  que  no  exis- 
ten, y,  de  no  recapacitar  a tiempo,  el  médico 
puede  proponer  intervenciones  quirúrgicas 
innecesarias.  Peligrosas,  también,  porque  en 
este  caso  suelen  agravar  lo  que  en  realidad  es 
un  trastorno  del  crecimiento  psicoafectivo  del 
bebé.  Pues  el  mericismo,  o sea,  la  ruminación 
denota  casi  seguramente  una  desviación  del 
instinto  oral  del  bebé,  y esa  desviación  es  a 
su  vez  consecuencia  de  una  carencia  afecti 
va  en  las  relaciones  con  la  madre. 

Manuel  E.  Soto  Viera,  M.D\ 

Kerosene  Poisoning  in  Children  {La  intoxica- 
ción por  kerosene  en  los  niños)  Cachiañ 
E.  A.  y Fenech,  F.  F.  Arch.  Dis.  ChildÁ 
39  : 207  : 502  ( Hospital  San  Lucas  d^ 
Malta) . 

Cachia  y Fenech  revisan  506  casos  de  in-1 
toxicación  por  kerosene  ocurrida  en  niños] 
desde  1948  hasta  1962.  En  1951  dejaron  del 
usar  el  lavado  gástrico  como  parte  de  suj 
tratamiento  y están  convencidos  de  que  sul 
experiencia  señala  que  tal  abstención  es  co-j 
rrecta.  Hubo  más  complicaciones  en  los  ca-j 
sos  sometidos  a lavado  del  estómago  ( 109  enj 
total)  que  en  los  restantes. 

Creen  que  el  lavado  debe  hacerse  única-J 
mente  en  niños  que  han  ingerido  gran  canti-j 
dad  de  kerosene,  y éstos  son  una  neta  mino-j 
ría. 

También  subrayan  que  es  frecuente  ob- 
servar imágenes  radiográficas  de  neumonitis] 
sin  que  el  paciente  tenga  sintomatología  oj 
signos  clínicos.  La  antibioterapia  preventiva! 
es,  por  supuesto,  obligatoria. 

Manuel  E.  Soto  Viera,  M.Di 
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Functional  Fecal  Incontinence  in  Children 

(La  incontinencia  fecal  funcional  en  los  ni- 
ños), Berg.,  1.  y Jones  K.  V.,  Arch.  Dis 
Child.  39:207:465  (Hospital  de  Niños  En- 
fermos de  Londres) 

La  revisión  de  78  casos  de  niños  víctimas 
de  este  engorroso  síntoma,  todos  tratados  por 
otros  médicos,  permitió  a los  autores  erigir 
una  clasificación  que  es  interesante  y prác- 
tica por  su  eclecticismo.  Definen  4 grupos 
principales  de  paciente : uno,  sin  estreñimien- 
to serio,  de  niños  no  diestros  en  defecar  por- 
que nunca  desarrollaron  bien  el  hábito;  otro 
con  síndrome  franco  de  retención  de  heces 
por  rechazo  del  acto;  un  tercero  con  estre- 
ñimiento genuino  por  obstáculo  mecánico  e 
incontinencia  debido  al  desbordamiento  de 
materias,  y,  cuarto,  un  último  grupo  con 
I incontinencia  no  compilada,  algunos  (sub- 
' grupo  A)  cuya  incontinencia  es  debida  a ten- 
sión síquica  y otros  (subgrupo  B)  que  no 
evacúan  porque  son  distraídos. 

Concluida  su  labor  crítica,  trataron  los 
f autores  a 59  pacientes  para  comprobar  la 
t pertinencia  de  sus  propias  consideraciones. 
Su  tratamiento  fue  por  lo  general  ambula- 
torio, valiéndose  Berg  y Jones  de  métodos 
psiquiátricos  sencillos  y del  uso  de  laxantes 
i por  vía  oral  (sen  en  tabletas,  marca  “Seno- 
jkot”).  Los  mejores  resultados  se  obtuvieron 
en  los  grupos  2 y 3,  al  disminuir  la  reten- 
I ción  fecal;  los  peores  se  dieron  en  el  sub- 
I grupo  B ya  mencionado. 

Abogan  los  autores  por  una  colaboración 
I más  estrecha  entre  pediatras  y psiquiatras. 
Creen  que  así  es  posible  lograr  remisiones 
más  largas  y una  incidencia  menor  de  hos- 
pitalizaciones para  el  tratamiento  de  un  sín- 
toma que  implica  el  reconocimiento  indi- 
vidual y cuidadoso  del  paciente. 

Manuel  E.  Soto  Viera,  M.D. 


The  Future  of  Measles  Vaccination 

(Porvenir  de  la  vacunación  contra  el  saxam- 
pión)  Wallgren,  A.,  Acta  Pediatricia  53:591 
(Nov.  64),  Estocolmo. 

En  ponencia  que  leyera  recientemente,  el 
gran  pediatra  sueco  evalúa  lo  contemporáneo 
tanto  en  la  vacunación  antisarampionosa  co- 
mo en  lo  que  atañe  a la  enfermedad,  y apro- 
vecha para  desvanecer  ciertos  sueños:  la  uto- 
pía, en  particular,  del  “triunfo  definitivo”  so- 
bre el  sarampión,  quimera  que  en  este  campo 
también  persigue  a los  hombres ...  La  huma- 
nidad, con  todo  su  empeño,  no  ha  logrado 
erradicar  ni  una  sola  de  las  enfermedades 
infecciosas  — pese  a los  fatuos  vaticinios  tan- 
tas veces  hechos — , y es  muy  improbable  que 
el  sarampión  sea  la  primera. 

Confía  Wallgreen  que  se  perfeccionará  la 
vacuna.  En  fecha  no  remota  contaríamos, 
pues  con  una  vacuna  de  virus  atenuado  que 
pueda  inocularse  una  sola  vez  y dispense  del 
empleo  concomitante  de  la  gamma-globuli- 
na. 

La  vacunación  no  está  igualmente  indicada 
en  los  países  adelantados  industrial  y ecorió- 
micamente  como  en  aquellos  que,  por  eufe- 
mismo, llamamos  “en  vías  de  desarrollo”. 
.\ún  en  éstos,  y a pesar  de  que  el  sarampión 
suele  ser  — allí — de  carácter  más  grave,  no  es 
concebible  sanamente  llevar  a cabo  campa- 
ñas de  vacunación  en  masa  tal  cual  sucedió 
contra  la  poliomielitis.  Limítese  el  proceso, 
aconseia  Wallgren,  a quienes  son  más  sus- 
ceptibles y establézcase  un  orden  de  prioridad. 
Los  niños  recluidos  en  instituciones  tendrían 
por  supuesto,  preferencia. 

Manuel  E.  Soto  l lera,  M.D. 
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NIÑOS  QUE  INHALAN  CEMENTO 
PLASTICO 

Desde  el  1959  se  ha  estado  informando 
la  práctica,  por  parte  de  menores,  de  inha- 
lar cemento  plástico.  Es  posible  que  la  gran 
publicidad  que  se  le  dio  a este  hecho  en 
Estados  Unidos  contribuyó  a empeorar  el 
problema.  En  Puerto  Rico,  se  han  informa- 
do alrededor  de  200  casos  conocidos  en  los 
tribunales  o en  las  escuelas  y se  ha  estimado 
que  por  cada  caso  conocido  hay  alrededor 
de  10  que  participan  en  dicha  actividad  y 
que  no  se  han  identificado.  Las  alteraciones 
patológicas  que  pueden  ocurrir  no  se  cono- 
cen con  exactitud.  En  Puerto  Rico  se  ha  in- 
formado un  caso  de  muerte  probablemente 
debida  a la  inhalación  de  esta  sustancia  en  un 
adolescente  de  14  años. 

El  cemento  plástico  contiene  acetona  (y 
tolueno) . Algunas  marcas  también  contienen 
bencina,  tetracloruro  de  carbono,  acetatos  y 
otros  solventes.  La  inhalación  de  este  material 
produce  mareo,  embriaguez,  letargo,  estupor, 
y en  algunos  casos  inconsciencia.  Otros  sínto- 
mas que  se  han  informado  son  náusea,  pér- 
dida de  peso,  irritabilidad,  disturbios  visuales, 
dolor  de  cabeza,  e irritación  de  las  mem- 
branas mucosas  de  la  nariz  y la  boca. 

El  problema  en  Puerto  Rico  ha  sido  traí- 


do por  las  autoridades  de  justicia  e instruc- 
ción ante  la  consideración  de  la  oficina  de  la 
coordinadora  de  asuntos  juveniles,  Dra.  Es- 
ther Seijo  de  Zajas,  quien  citó  a una  reu- 
nión en  enero  de  1965  que  incluyó  represen- 
tantes de  Justicia,  Instrucción,  la  Policía,  Es- 
cuela de  Trabajo  Social,  Departamento  de 
Sicología  de  la  Universidad  de  Puerto  Rico, 
Instituto  de  Criminología  de  la  Universidad 
de  Puerto  Rico,  Departamento  de  Salud. 
Bienestar  Público,  representantes  de  las  igle- 
sias católica  y protestante  y representantes 
de  la  Asociación  Médica  de  Puerto  Rico  y 
de  la  Academia  de  Pediatría.  Muy  sabiamen- 
te se  evitó  darle  publicidad  a esta  reunión, 
ya  que  se  consideró  éste  uno  de  los  factores 
que  ha  propagado  el  problema.  Se  discutió 
el  hecho  de  que  la  mayor  parte  de  los  niños 
que  participaban  en  esta  actividad  estaban 
necesitados  de  tratamiento  social.  Se  infor- 
mó que  el  cemento  podría  comprarse  por 
niños  en  cualquier  establecimiento  comercial, 
no  habiendo  ley  que  lo  evite.  También  se  lla- 
mó la  atención  al  hecho  de  que  en  ciertos 
casos  los  niños  inhalaban  el  cemento  que  cons- 
tituye un  desperdicio  y se  deja  al  alcance  de 
niños  en  ciertas  fábricas  de  zapatos. 

Las  recomendaciones  y posibles  solucio- 
nes a este  problema  fueron  las  siguientes: 
apelar  a todos  los  grupos  allí  representados 
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para  intensificar  la  labor  preventiva  de  acuer- 
do con  sus  recursos. 

Se  solicitó  la  cooperación  de  todos  los 
pediatras  al  efecto  de  que  al  hablar  con  las 
madres,  les  informen  sobre  el  problema  y les 
den  sus  recomendaciones.  Se  acordó  que  cual- 
quier campaña  debería  hacerse  cuidadosa- 
mente para  evitar  estimular  la  curiosidad  del 
niño.  En  el  aspecto  preventivo  de  este  pro- 
blema podrían  colaborar  no  solamente  los  pe- 
diatras, sino  que  todos  los  médicos  que  atien- 
den niños  y los  oficiales  de  Salud  Pública. 
Aquellos  que  deseen  más  información  sobre 
este  problema  en  Puerto  Rico,  pueden  solici- 
tarla de  la  Oficina  de  la  Coordinadora  de 
Asuntos  Juveniles,  Apartado  8793,  Santurce, 
Puerto  Rico.  José  E.  Sifontes,  M.D. 

REUNION  CIENTIFICA  ANUAL  DE  LA 
ACADEMIA  AMERICANA 
DE  PEDIATRIA 

La  reunión  científica  anual  del  Capítulo 
de  Puerto  Rico  de  la  Academia  Americana 
de  Pediatría  se  celebrará  el  26  de  julio  de 
1965  en  un  hotel  cerca  del  área  metropolita- 
na. El  programa  escogido  será  patrocinado 
por  el  “Communicable  Disease  Center”  del 
Servicio  Federal  de  Salud  Pública,  con  la 
cooperación  del  Departamento  de  Salud  de 
P.  R.  Se  presentará  un  seminario  de  seis  ho- 
ras sobre  inmunizaciones  a cargo  de  distin- 
guidos visitantes  expertos  sobre  la  materia. 
Los  siguientes  temas  serán  discutidos  empe- 
zando a las  9:30  am.  y terminando  a las 
5:00  p.m.:  estado  actual  de  las  enfermedades 
infecciosas,  vacunación  contra  viiuela,  va- 
cunación contra  sarampión,  vacunación  con- 
tra difteria  y tosferina,  usos  de  la  gama  glo- 
bulina, tétano,  vacunación  contra  la  rabia, 
programa  especial  de  inmunizaciones  del  De- 
partamento de  Salud  de  Puerto  Rico,  esque- 
mas de  vacunación,  precauciones,  contraindi- 


caciones y complicaciones  de  las  vacunacio- 
nes. Habrá  tiempo  para  prenguntas. 

Todos  los  médicos  de  Puerto  Rico  y del 
exterior  que  deseen  asistir,  están  cordialmen- 
te invitados. 

ACADEMIA  AMERICANA 
DE  PEDIATRIA 

El  Capitíulo  de  Puerto  Rico  de  la  Acade- 
mia Americana  de  Pediatría  anuncia  que  la 
reunión  de  primavera  de  la  Academia  Ame- 
ricana de  Pediatría  comenzará  en  Bal  Har- 
bour, Florida  el  26  de  abril  de  1965  y se  ex- 
tenderá a Puerto  Rico  el  día  1ro.  de  mayo 
de  1965.  Se  espera  la  visita  de  los  Oficiales 
de  la  Academia  de  Pediatría  y un  nutrido 
grupo  de  pediatras  norteamericanos.  La  se- 
sión clínica  en  Puerto  Rico  comenzará  a las 
9:30  a.m.  en  el  Hotel  Americana.  Los  temas 
a discutirse  serán:  bilharzia  en  niños  por  el 
Dr.  Roberto  Sotomayor,  síndromes  plurí- 
carenciales  en  niños  por  el  Dr.  Antonio  Ortiz, 
etiología  de  las  diarreas  en  niños  por  la  Dra, 
E.  Figueroa  de  González,  estudios  inmunoló- 
gicos  sobre  el  calostro  humano  por  el  Dr. 
.\mérico  Poníales,  estudios  sobre  eosinofilia 
tropical  por  la  Dra.  M.  Cáceres  de  Costas,  y 
estudios  sobre  las  micobacterioses  por  el  Dr. 
José  Sifontes.  Las  presentaciones  científicas 
terminarán  a la  1:00  p.m.  A las  3:00  p.m. 
habrá  una  visita  al  Departamento  de  Pedia- 
tría del  Hospital  Universitario.  'Podos  los 
pediatras  y residentes  de  pediatría  de  Puerto 
Rico  están  invitados  a esta  actividad. 


AMERICAN  ACADEMY  OF 
PEDIATRICS 

Committee  on  Control  of  Infectious  Diseases 
(In  the  light  of  new  advances,  the  following 
supplementary  statement  to  the  1964  Red 
Book  was  approved  by  the  Committee  at  a 
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workshop  meeting  in  New  York  City  Oct. 
25,  1964.) 

In  July  1964,  a Special  Advisory  Com- 
mittee on  Oral  Poliomyelitis  Vaccines  to  the 
Surgeon  General,  U.S.P.H.S.,  met  to  dis- 
cuss surveilance  of  poliomyelitis  in  the  Uni- 
ted, States  with  particular  reference  to  pos- 
sible oral  vaccine  associated  cases.  The  re- 
port of  the  Committee  was  published  in 
J.A.M.A.  (190-:  49-51,  .October  5,  1964) 
together  with  minority  comments  on  the  re- 
port by  Dr.  A.  B.  Sabin  (Pages'  5.2-55). 

The  Committee  noted  that  since  1961 
approximately  100  million  doses  of  each  of 
the  three  types  of  oral  poliovirus  vaccine 
have  been  given  in  the  United  States.  Sur- 
veillance by  the  Epidemiology  Branch  of  the 
U.  S.  Public  Health  Service  Communicable 
Disease  Center  indicates  that  a total  of  87 
cases  of  paralytic  disease  following  within  30 
days  of  oral  vaccination  have  been  reported 
(Henderson,  et.  al.,  J.A.M.A.  190:  41,  Oc- 
tober 5,  1964) . On  the  basis  of  careful  sifting 
of  the  available  epidemiological,  clinical,  and 
laboratory  data,  57  of  the  87  cases  were 
judged  “compatible”  with  vaccine  associa- 
tion, although  it  was  recognized  by  the 
Special  Advisory  Committee  that  in  no  single 
instance  was  it  possible  to  prove  that  a given 
case  could  be  definitely  attributed  to  the 
vaccine.  Nevertheless,  certain  unusual  feat- 
ures of  the  cases  as  a group  led  to  the  con- 
clusion that  at  least  some  of  those  labelled 
“compatible”  were  caused  by  the  vaccine. 
These  feautures  include:  1)  the  preponde- 
rances of  cases  following  Type  HI  vaccine 
while  virtually  none  followed  Type  II;  2) 
the  predominance  of  cases  in  adults,  who 
are  known  to  be  more  susceptible  to  the 
paralytic  consequences  of  infection  than  are 


children;  3)  and  the  virtual  absence  of  con- 
tact cases. 

Assessment  of  the  actual  risk  revealed  it 
to  be  extremely  small:  for  Type  I,  1 per 
6.25  million;  for  Type  II,  1 per  50  million; 
and  for  Type  HI,  1 per  2.5  million.  From 
all  available  evidence  it  was  concluded  that 
“the  risk  is  highest  for  Type  HI ; the  evidence 
of  risk  is  less  definite  for  Type  I Vaccine. 
For  Type  H vaccine  the  rate  is  so  low  as  to 
suggest  absence  of  risk.” 

On  the  basis  of  these  findings,  the  Special 
Advisory  Committee  recommended  “contin- 
uation and  intensifitation  of  the  poliomyelitis 
immunization  program  throughout  the  na- 
tion, although  with  some  changes  in  em- 
phasis.” These  changes  relate  primarily  to  the 
age  groups  to  be  vaccinated,  suggested  altera- 
tions in  schedules  of  administration  and  to 
the  desirability  of  increased  vigor  in  organiz- 
ing and  carrying  out  on-going  immunization 
programs  of  infants  and  young  children.  The 
importance  of  such  on-going  programs  of 
immunization  of  infants  in  the  first  year  of 
life  was  reemphasized,  and  it  was  urged  that 
all  communities  which  have  not  already  or- 
ganized such  programs  do  so  promptly.  Fur- 
thermore, any  communities  which  have  not 
yet  conducted  mass  immunization  programs 
were  encouraged  to  do  so  during  the  fall 
and  winter  of  1964-65.  The  target  of  such 
community-wide  programs  should  be  the  im- 
munization of  as  close  as  possible  to  100  per 
cent  of  pre-school  children:  such  children 
constitute  the  bulk  of  susceptibles  in  any  com- 
munity, and  are  in  turn  the  most  effective 
spreaders  of  wild  polioviruses  should  such  be 
introduced  into  the  area.  Because  the  theoret- 
ical very  slight  risk  atending  oral  vaccination 
is  chiefly  to  adults,  it  was  recommended  that 
the  age  limit  for  vaccination  in  community 
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programs  be  approximately  18  years.  Ho- 
wever, vaccination  of  young  adults  was  re- 
commended under  special  circumstances  of 
increased  exposure  such  as  epidemics,  entry 
into  military  service,  or  travel  to  foreign 
countries. 

REVISED  RED  BOOK  RECOMMENDA- 
TIONS FOR  THE  USE  OF  ORAL 
POLIOVIRUS  VACCINE,  NOVEMBER 
1964 

On  the  basis  of  the  Report  of  the  Surgeon 
General’s  Special  Advisory  Committee  taken 
in  conjunction  with  all  other  available  perti- 
nent data,  the  use  of  oral  poliovirus  vaccine 
(OPV)  continues  to  be  the  optimum  im- 
munization procedure  for  the  prevention  of 
paralytic  poliomyelitis  in  children.  While 
inactivated  vaccine  has  also  proved  effective, 
evaluation  of  the  virtues  and  limitations  of 
killed  and  live  poliovaccines  reveals  a clear- 
cut  superiority  of  the  OPV  from  the  point  of 
view  of  ease  of  administration,  immunogenic 
effect,  protective  capacity,  and  potential  for 
the  eradication  of  poliomyelitis.  It  is  there- 
fore the  vaccine  of  choice  for  community- 
wide vaccination  programs  and  for  routine 
immunization  in  infancy  and  childhood. 

Contraindications 

There  are  no  contraindications  to  oral 
poliovirus  vaccine  for  infants  and  children. 
In  the  past  it  has  been  recommended  that 
the  three  live  virus  vaccines  — oral  poliovirus, 
measles,  and  vaccinia  — be  given  separately 
at  intervals  of  at  least  one  month.  There  is 
now  evidence  {S.A.Med.J.  37:513-515-1963) 
that  safe  and  satisfactory  immunization  with 
vaccinia  and  oral  poliovirus  vaccine  may  be 
achieved  when  the  two  vaccines  are  given 


at  the  same  time,  but  until  further  data  are 
available  measles  and  oral  poliovirus  vaccine 
should  continue  to  be  given  separately.  In 
order  to  avoid  chance  erroneous  implication 
of  the  oral  poliovaccine  virus  in  unrelated 
subsequent  illness,  and  to  avoid  interference 
by  wild  enteroviruses,  community  programs 
with  OPV  should  not  be  held  in  the  natural 
poliomyelitis  season.  An  exception  to  this 
general  rule  obtains  only  when  epidemic  po- 
liomyelitis appears  in  a community.  The  lat- 
ter constitutes  an  indication  for  an  emergency 
community-wide  immunization  program  with 
OPV  using  the  virus  type  demonstrated  to 
be  causing  the  epidemic.  Elective  T and  A 
may  be  scheduled  at  any  time  of  year  in  the 
absence  of  a poliomyelitis  outbreak  in  com- 
munities that  have  conducted  a mass  immu- 
nization program  and  in  patients  who  have 
received  OPV. 

Community-wide  Programs 

All  communities  which  have  not  thus 
far  carried  out  mass  vaccination  programs 
should  do  so  in  the  fall  and  winter  of  1964- 
65.  The  guidelines  previously  recommended 
should  be  followed  with  the  exception  that 
even  greater  emphasis  should  be  placed  on 
the  pre-school  age  group  and  the  suggested 
cut-off  age  should  be  approximately  18  years. 
The  latter  recomendation  is  based  on  changes 
in  the  national  incidence  of  poliomyelitis 
brought  about  as  a result  of  successful  im- 
munization programs,  as  follows:  1)  in  the 
U.  S.  the  present  risk  to  adults  of  naturally 
occurring  poliomyelitis  has  been  reduced  to 
such  an  extremely  low  level  that  continued 
immunization  of  this  age  group  is  no  longer 
neccesary  except  under  special  circunstances; 
and  2)  continued  immunization  of  infants 


1 Volúmen  57 

^ Númfro  3 


and  pre-school  children,  the  chief  spreaders 
of  wild  polioviruses,  protects  susceptible 
adults  indirectly  by  preventing  virus  circula- 
tion and  therefore  preventing  exposure  to 
infection. 

Suggested  Schedules  of  Administration 

Community-wide  campaigns.  Several 
schedules  are  satisfactory.  These  include  in 
the  order  of  preference: 

1)  Monovalent  vaccines,  the  three  types 
to  be  given  at  approximately  six-to-eight- 
week  intervals.  The  order  in  which  they  are 
given  is  not  crucial,  but  the  optimum  sched- 
ule is  Type  I,  Type  III,  Type  II.  The  ad- 
vantage of  beginning  with  Type  I is  that 
it  is  the  most  important  one  in  terms  of 
paralytic  disease;  since  the  number  of  vac- 
cinees  receiving  the  first  dose  in  community 
campaigns  is  always  greater  than  the  number 
reporting  for  subsequent  doses,  it  is  desirable 
that  Type  I be  given  first,  followed  by  Type 
III  and  II  at  approximately  six-to-eight-week 
intervals.  Giving  Type  II  virus  first  is  not 
recommended  for  children.  This  has  the 
theoretical  advantage  that  Type  II  may  pro- 
vide cross  protection  against  the  other  two 
types.  However,  the  evidence  for  this  is  not 
impressive.  It  has  the  disadvantage  that  Type 
II  virus  may  interfere  with  subsequent  Type 

I infection  and  thereby  decrease  the  per- 
centage of  recipients  who  develop  immunity 
to  Type  I virus. 

2)  Monovalent  Type  I vaccine,  followed 
after  six-to  eight-weeks  by  a dose  of  Types 

II  and  III  given  simultaneously  on  the  same 
sugar  lump  or  in  the  same  spoon.  This  has 
the  advantage  of  complete  coverage  for  Type 
I and  the  simplicity  of  a two-dose  schedule. 

3)  Tri valent  vaccine  twice,  at  six-to-eight- 


week  intervals.  While  this  schedule  is  satisfac- 
tory for  school  age  and  older  children,  an 
additional  third  dose  for  infants  and  pre- 
school children  provides  more  reliable  im- 
munization against  Type  I. 

Primary  immunization  of  infants.  Either 
monovalent  or  trivalent  vaccines  may  be 
used.  In  either  case,  the  schedule  may  be 
integrated  with  DTP  immunizations  with  the 
first  dose  to  be  given  at  approximately  two 
months  of  age.  If  monovalent  vaccines  are 
used,  they  should  be  given  in  the  order  Type 
I,  Type  III,  Type  II  at  six-to-eight-week 
intervals.  If  trivalent  vaccine  is  given  three 
doses  are  recommended.  Whether  mono- 
valent or  trivalent  is  used  in  the  primary 
course,  a fourth  dose,  consisting  of  trivalent 
vaccine,  should  be  given  to  infants  at  12  to 
15  months  of  age. 

Primary  immunization  of  other  pre-school 
children.  The  procedure  may  conform  to  that 
outlined  for  infants  with  the  exception  that 
the  fourth  dose  may  be  omitted;  or  the  pri- 
mary course  may  consist  of  2 doses  at  six- 
to-eight-week  intervals  followed  by  a third 
dose  approximately  one  year  later. 

Primary  immunization  of  all  others  up  to 
and  through  eighteen  years  of  age.  If  mono- 
valent vaccines  are  used,  they  should  be  given 
in  the  order  Type  I,  Type  III,  Type  II.  If 
trivalent  vaccine  is  given,  two  doses  six-to- 
eight-weeks  apart  are  satisfactory. 

Immunization  of  all  children  on  entering 
school.  A single  dose  of  trivalent  vaccine  is 
recommended  on  entrance  to  school  for  all 
children  who  have  previously  been  immunized 
with  OPV.  This  is  designed  to  fill  in  any 
antiboby  gaps  resulting  from  the  occasional 
failure  to  achieve  a vaccine  take  with  one 
or  another  type  during  the  primary  course  of 
immunization.  If  the  child  has  never  received 
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oral  vaccine,  a full  course  using  monovalent 
or  trivalent  vaccine  should  be  given. 

Procedure  for  partially  immunized  chil- 
dren. Oral  vaccine  may  be  inefective  if  the 
complete  series  is  not  given.  Persons  who 
have  had  a partial  or  complete  series  of  inac- 
tivated vaccine  when  given  OPV  should  re- 
ceive a complete  series  of  OPV  vaccine  virus 
in  either  monovalent  or  trivalent  form,  as 
outlined  above.  Aftef  the  full  series  of  OPV 
has  been  completed,  no  further  injections  of 
inactivated  vaccine  need  be  given. 

Immunization  in  the  presence  of  an  epi- 
demic. The  virus  type  responsible  should  be 
identified  and  the  corresponding  monovalent 
vaccine  offered  on  a community-wide  basis 
as  quickly  as  possible.  All  age  groups  from 
two  months  up  should  be  included. 

Committee  on  the  Control  of  Infectious 
Diseases 

Lewis  L.  Coriell,  M.D.,  Chairman;  Floyd 
W.  Denny,  Jr.,  M.D.;  Dorothy  Horstmann, 
M.D.;  David  Karzon,  M.D.;  George  A.  Mc- 
Naughton,  M.D.;  Frederick  Robbins,  M.D.; 
Sarah  H.  Wood  Sell,  M.D.;  Margaret  H.  D. 
Smith,  M.D.;  Henry  B.  Strenge,  M.D.; 
Franklin  H.  Top,  M.D.;  Dwain  N.  Walcher, 
M.D.;  Robert  Ward,  M.D.;  Clarence  H. 
Webb,  M.D.,  and  Thomas  H.  Weller,  M.D. 


Reproduced  with  permission  from  the  News- 
letter of  the  American  Academy  of  Pediatrics. 


PREMIO  ANUAL  NESTLE 
DE  PEDIATRIA 

El  Capítulo  de  Puerto  Rico  de  la  Acade- 
mia Americana  de  Pediatría  se  complace  en 
anunciar  el  concurso  para  el  Premio  Anual 


Nestlé  que  se  otorgará  por  trabajos  cientí- 
ficos sobresalientes  sobre  temas  de  pediatría. 
Las  reglas  del  concurso  serán  como  sigue: 

1.  Participantes:  Residentes  de  pedia- 
tría en  cualquier  hospital  de  Puerto  Rico. 
Serán  elegibles  aquellos  que  estén  haciendo 
residencia  o que  terminen  su  residencia  en 
junio  de  1965. 

2.  Tipo  de  trabajo:  Cualquier  trabajo 
original  sobre  un  tema  de  investigación  o in- 
forme de  uno  o más  casos  de  interés  clínico 
sobre  un  tema  de  pediatría.  Repasos  de  la 
literatura  sin  presentación  de  casos  o sin  tra- 
bajo de  investigación  original  no  se  acep- 
tarán. 

3.  Organización  del  trabajo:  Deberá  se- 
guir las  instrucciones  para  los  autores  según 
aparecen  en  los  Boletines  de  la  Asociación 
Médica  de  Puerto  Rico  de  1965.  Esto  in- 
cluye desde  el  título  hasta  las  referencias. 

4.  Idiomas:  Inglés  o español. 

5.  Premio:  Primero  $200  Segundo  $100. 

El  Capítulo  de  Puerto  Rico  de  la  Aca- 
demia Americana  de  Pediatría  se  reserva  el 
derecho  de  declarar  el  concurso  desierto  si 
no  hay  trabajos  meritorios. 

6.  Pecha  y sitio  para  enviar  los  trabajoss 

Deberán  recibirse  en  o antes  del  15  de 

agosto  de  1965  en  la  siguiente  dirección: 

Dr.  José  E.  Sifontes 

Avenida  Muñoz  Rivera  1125-Altos 

Río  Piedras,  Puerto  Rico. 

7.  Fecha  de  entrega  de  los  premios: 

Se  entregarán  los  premios  en  un  acto  es- 
pecial luego  de  la  reunión  anual  administra- 
tiva del  Capítulo  de  Puerto  Rico  de  la  Aca- 
demia Americana  de  Pediatría  en  Septiem- 
bre de  1965. 

J.  E.  Sifontes,  M.  D.  Presidente 
Capítulo  de  Puerto  Rico  de  la 
Academia  Americana  de  Pediatría 
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INMUNIZACIONES  EN  NIÑOS 
Esquema  de  Inmunizaciones  Modificado  para  Puerto  Rico 


del  “Red  Book”  de  la 

Academia 

Americana  de 

Pediatría,  1964 

D-T 

Polio 

Edad 

DPT  (Tipo  adulto) 

Salk 

0 Sabin* 

Viruela 

Sarampión** 

0 

opcional 

2 meses 

X 

X 

X 

3 meses 

X 

X 

4 meses 

X 

X 

X 

9 meses 

X 

12  meses 

X 

15  meses 

X 

X 

X 

2 años 

X 

4 años 

X 

X 

6 años 

X 

X 

8 años 

X 

X 

10  años 

X 

12  años 

X 

X 

X 

14  años 

X 

16  años 

X 

X 

* Tipo  I,  II  y III  (Trivalente) 

Vacuna  de  sarampión  de  virus  vivo  atenuado  acompañado  de  gamma  globulina.  Hacer  tu- 
berculina  a los  nueve  meses  de  edad  inmediatamente  antes  de  la  vacuna  de  sarampión.  La 
tuberculina  debe  repetirse  una  vez  al  año  hasta  conversión  a positivo  y estos  casos  deben  tra 
tarse  con  isoniacida  por  un  año. 

1 Foro  presentado  por  Alvar ez-Pagán,  Milton,  García-Rivera,  Arnaldo  y Sifontes,  José  E.  ante 
la  reunión  científica  anual  del  Capítulo  de  Puerto  Rico  de  La  Academia  Americana  de  Pedia- 
tría, Mayaguez,  196j^. 
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INMUNIZACIONES  PASIVAS 


Sarampión 

I Hepatitis  infecciosa 

; Difteria 
Tétano 

I Tosferina 

|¡  Rubeola  (Sarampión  alemán) 

I Rabia 

l 

I 

Complicaciones  de  vacunación 
antivariolica 

I Botulismo 


Prevención 

gamma  globulina  0.1  mi. /Ib.  Max.  15  mi. 

Modificación 

gama  globulina  .02  mi. /Ib. 

.02  mi. /Ib.  una  dosis  o si  persiste  el  contacto: 
gamma  globulina  .01  mi. /Ib.  por  mes  de  contacto  futuro  hasta 
6 meses  o sea  .6  mi. /Ib.  máximo 
antitoxina  10,000  u 

globulina  inmune  humana:  profilaxis  500  u 
tratamiento  3,000  a 6,000  u 

TAT:  profilaxis  10,000  u tratamiento  100,000  u 
globulina  inmune,  profilaxis  2.5  mi.,  repetir  a los  7 días. 
Tratamiento:  2.5  mi.  a 3 mi.  q 1-2  días 

prevención:  gamma  globulina  una  dosis  de  20  mi.  para  adultos, 
(efectividad  dudosa) 

suero  hiperinmune  1,000  unidades/40  Ibs.  hasta  un  máximo  de 
6,000  u. 

profilaxis:  2 mi.  globulina  hiperinmune. 

tratamiento:  globulina  hiperinmune  0.3  a 0.5  mi. /Ib.  o gamma 
globulina  regular  1.25  a 2 mi. /Ib.  de  peso 
prevención:  antitoxina  2,000  a 10,000  u de  Tipo  A 
antitoxina  2,000  a 10,000  u de  Tipo  B 


i Varicela  - Se  recomienda  la  prevención  de  acuerdo  con  el  riesgo  de  complicaciones  de  la  enfer- 
medad siguiendo  los  siguientes  criterios  (Ross,  A.  H.,  The  New  Eng  J Med,  August 
23,  1962.) 


Indicación 

Salud  pobre 

Eczema 

Adulto 

Riesgo 

Moderado 

Dosis  de  gamma  globulina 
0.1  a 0.2  mi. /Ib. 

Recién  nacidos  y lactantes  hasta 
los  6 meses.  Dosis  baja  de  esteroides. 
Embarazo 

Alto 

0.3  mi. /Ib. 

Discrasias  sanguíneas; 
tratamiento  con : 

Grave 

0.6  mi. /Ib. 

esteroides  a grandes  dosis 

antimetabolitos 

alquilenos 

radiación 


1 7n  57 

^ ^ Número  3 


ANNOUNCEMENT 

The  National  Foundation-March  of  Dimes 
is  pleased  to  announce  a new  Birth  Defects 
Reprint  Series.  The  reprints  are  of  articles 
which  have  appeared  in  scientific  and  me- 
dical literature  published  in  the  United  States 
and  abroad.  The  first  group  of  reprints  is 
ready  for  distribution  and  includes  the  fol- 
lowing: 

Code  No. 

Allan  C.  Barnes,  M.  D. 

Prevention  of  Congenital  Anom- 
alies from  the  Point  of  View  of 
the  Obstetrician  from  the  Pro- 
ceedings of  the  Second  Interna- 
tional Conference  on  Congenital 
Malformations,  July  1963.  PE-RS  1 

Leslie  C.  Dunn,  Sc.D. 

Old  and  New  in  Genetics  — from 
Bulletin  of  The  New  York  Aca- 
demy of  Medicine  May  1964.  PE-RS  2 

James  L.  German,  M.D. 

The  Pattern  of  DNA  Synthesis  in 
Chromosomes  of  Human  Blood 
Cells  — from  Journal  of  Cell  Bio- 
logy» January  1964.  PE-RS  3 

Kurt  Hirschhorn,  M.D. 

Recent  Advances  in  Methodology 
of  Human  Genetics  — from  Bul- 


letin of  The  New  York  Academy 
of  Medicine,  May  1964.  PE-RS  4 

Henry  N.  Kirkman,  M.D. 

Genetic  Control  of  Human  En- 
zymes — from  Pediatric  Clinics 
of  North  America,  May,  1963.  PE-RS  5 

Norman  Kretchmer,  M.D. 

Whither  Birth  Defects?  — from 
Perspectives  in  Biology  and  Me- 
dicine, Autumn  1964.  PE-RS  6 

R.  James  McKay,  Jr.,  M.D.  and 
Jerold  F.  Lucey,  M.D. 

Neonatology  — from  New  En- 
gland Journal  of  Medicine,  June 
4 and  11,  1964.  PE-RS  7 

Severo  Ochoa,  M.  D. 

The  Chemical  Basis  of  Heredity 

— The  Genetic  Code,  from  Bul- 
letin of  The  New  York  Academy 

of  Medicine,  May  1964.  PE-RS  8 

Joseph  P.  Rossi,  M.D. 

High  Risk  Babies:  Determining 
Problem  — from  Connecticut 
Health  Bulletin,  November  1964  PE-RS  9 

Edward  L.  Tatum,  Ph.D. 

Medicine  and  Molecular  Genetics 

— from  Bulletin  of  The  New  York 
Academy  of  Medicine,  May  1964.  PE-RS  10 
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ORDER  FORM 

To:  Medical  Department,  The  National  Foundation-March  of  Dimes,  800  Sec- 
ond Avenue,  New  York,  New  York  10017 

Quantity 

PE-RS  1 PE-RS  3 PE-RS  5 PE-RS  7 PE-RS  9 

PE-RS  2 PE-RS  4 PE-RS  6 PE-RS  8 PE-RS  10 


Name Title 

(Please  Print) 

Institution  Address 

City State 


Zip  Code 


Instrucciones  para  los  Autores; 

El  Boletín  acepta  para  su  publicación 
artículos  relativos  a medicina  y cirugía  y las 
ciencias  afines.  Igualmente  acepta  artículos 
especiales  y correspondencia  que  pudiera  ser 
de  interés  general  para  la  profesión  médica. 

El  artículo,  si  se  aceptara,  será  con  la  con- 
dición de  que  se  publicará  únicamente  en  esta 
revista. 

Para  facilitar  la  labor  de  revisión  de  la 
Junta  Editora  y del  impresor,  se  requiere  de 
los  autores  que  sigan  las  siguientes  instruc- 
ciones: 

a)  Los  trabajos  deberán  estar  escritos  a 
máquina  a doble  espacio  y por  un  solo  lado  de 
cada  página,  en  duplicado  y con  amplio  mar- 
gen. 

b)  En  página  separada  debe  incluirse  lo 
siguiente;  título  (no  excediendo  de  80  letras  y 
espacios),  nombre  del  autor  (es),  institución 
y dirección  postal  del  autor. 

c)  Artículos  referentes  a resultados  de 
estudios  clínicos  o investigaciones  de  laborato- 
rio deben  organizarse  bajo  los  siguientes  en- 
cabezamientos: (1)  introducción,  (2)  material 
y métodos,  (3)  resultados,  (4)  discusión,  (5) 
resumen  (en  español  e inglés),  y (6)  refe- 
rencias. 

d)  Artículos  referentes  a estudios  de  casos 
aislados  deben  organizarse  en  la  siguiente  for- 
ma: (1)  introducción,  (2)  observaciones  del 
caso,  (3)  discusión,  (4)  resumen  (en  español 
e inglés),  (5)  referencias. 

e)  Las  tablas,  notas  al  calce  y leyendas 
deben  aparecer  en  hojas  separadas. 

f)  Si  un  artículo  ha  sido  leído  en  alguna 
reunión  o congreso,  así  debe  hacerse  constar 
como  una  nota  al  calce. 

g)  Deben  usarse  los  nombres  genéricos  de 
los  medicamentos.  Podrán  usarse  también  los 
nombres  comerciales,  entre  paréntesis,  si  así 
se  desea. 

h)  Se  usará  con  preferencia  el  sistema 
métrico  de  pesos  y medidas. 

i)  Las  fotografías  y microfotografías  se 


someterán  como  copias  en  papel  de  lustre  sin 
montar.  Los  dibujos  y gráficas  deben  prepa- 
rarse a tinta  negra  y en  papel  blanco.  Todas 
las  ilustraciones  deben  estar  numeradas  (nú- 
meros arábigos)  e indicar  la  parte  superior 
de  las  mismas.  Debe  escribirse  una  leyenda 
para  cada  ilustración. 

j)  Las  referencias  deben  ser  numeradas 
sucesivamente  de  acuerdo  con  su  aparición  en 
el  texto.  Los  siguientes  ejemplos  pueden  servir 
de  modelo: 

6.  Koppiscli,  E.  Pathology  of  arterios- 
clerosis. Bol.  Asoc.  Med.  P.  Rico  46: 
505,  1954.  (artículo  de  revista). 

4.  Wintrobe,  M.  M.  Clinical  Hematology, 
3rd  Ed.  Lea  and  Febiger,  Philadel- 
phia, 1952,  p.  67.  (libro). 

Deben  usarse  solamente  las  abreviaturas  in- 
dicadas en  el  Cumulative  Index  Medicus  que 
publica  la  Asociación  Médica  Americana. 

Instructions  to  Authors: 

The  Boletín  will  accept  for  publication  con- 
tributions relating  to  the  various  areas  of  me- 
dicine surgery  and  allied  medical  sciences. 
Special  articles  and  correspondence  on  sub- 
jects of  general  interest  to  physicians  will  also 
be  accepted.  All  material  is  accepted  with  the 
understanding  that  it  is  to  be  published  solely 
in  this  journal. 

In  order  to  facilitate  review  of  the  article 
by  the  Editorial  Board  and  the  work  of  the 
printer,  the  authors  must  conform  with  the 
following  instructions: 

a)  The  entire  manuscript,  including  legends 
and  references,  should  be  typewritten  double- 
spaced in  duplicate  with  ample  margins. 

b)  A separate  title  page  should  include  the 
following:  title  (not  to  exceed  80  characters 
and  spaces),  author’s  name  (s) ; institution, 
and  author’s  mailing  address. 

c)  Articles  reporting  the  results  of  clinical 
studies  or  laboratory  investigation  should  be 
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organized  under  the  following  headings:  (1) 
introduction,  (2)  material  and  methods,  (3) 
results,  (4)  discussion,  (5)  summary  in  En- 
glish and  Spanish,  (6)  references. 

d)  Case  reports  will  include  (1)  introduc- 
tion, (2)  description  of  the  case,  (3)  discus- 
sion, (4)  summary  in  English  and  Spanish, 
(5)  references. 

e)  Tables,  footnotes  and  legends  to  figures 
should  appear  in  separate  sheets. 

f)  If  the  paper  has  been  presented  at  a 
meeting,  the  place  and  date  should  be  stated 
as  a footnote. 

g)  Generic  names  of  drugs  should  be  used. 
Trade  names  may  also  be  given  in  parenthe- 
sis, if  desired. 

h)  Metric  units  of  measurement  should  be 
used  preferentially. 


i)  Photographs  and  photomicrographs 
should  be  submitted  as  glossy  prints,  unmount- 
ed. Drawings  and  graphs  should  be  made  in 
black  ink  on  white  paper.  All  illustrations 
should  be  numbered  (Arabic)  and  the  top 
indicated.  A legend  should  be  given  for  each. 

j)  References  should  be  numbered  serially 
as  they  appear  in  the  text.  The  following  form- 
will  be  used: 

6.  Koppisch,  E.  Pathology  of  arterios- 
clerosis. Bol.  Asoc.  Med.  P.  Rico  46: 
505,  1954.  (for  journal  articles). 

4.  Wintrobe,  M.  M.  Clinical  Hematology, 
3rd  Ed.  Lea  and  Febiger,  Philadel- 
phia, 1952,  p.  67,  (for  books). 
Abreviations  will  conform  to  those  used  in  the 
Cumulative  Index  Medicus,  published  by  the 
American  Medical  Association. 


TUES. 


\ 

MON.  1 

a a 

/ \ 

2 

1 iM  ftrnfl)  OB 

l 9 9 4 « 4 7 
1 • iO  11  la  19  14 

ha  n 17  19  It  30  31 

l7«49  34  43  36  27  34 

WED..  3 


THUR. 


■M  . BtWm  ■»» 

I 3 9 r 5 •'  f 

I fl  10  II  13  19  U 
5 le  17  19  10  20  31 
U33l4  39  30a7U 
9090 


3 9 4 9 9 7 
0 10  11  It  O 14 
9 17  19  19  30  21 
-1 34  23  34  37  29 

=-4 

I 9 3 4 S « 7 
I 9 JO  II  19  19  14 
15  10  17  19  10  to  31 
93  39  tits  90  27  39 
30  30 


WHY DOES ONE 
ANTIBIOTIC  GIVE  UP 
TO^EXTRA  DAYS’ 
(^ACTIVITY? 


aipioi 

1 2~3~4  5 6 7 

6 9 10  n 12  19  14 
15  16  17  10  19  20  21 
22  23  24  25  26  27  29 
29  30 


Because  it  is  more  resistant  to  disintegration,  has  a lower  renal  clearance  rate  than  earlier 
tetracyclines' . . .a  favorable  depot  effect  resulting  from  protein  binding  and  greater  mg. 
potency .. .all  giving  higher,  sustained  in  vivo  activity  which  continues  long  after  the 


Effective  in  a wide  range  of  everyday  infections  — respiratory,  urinary  tract  and  others  — in  the  young  and  aged  — the 
acutely  or  chronically  ill— when  the  offending  organisms  are  tetracycline-sensitive. 

Side  Effects  typical  of  tetracyclines  which  may  occur  glossitis,  stomatitis,  proctitis,  nausea,  diarrhea,  vaginitis,  derma- 
titis. overgrowth  of  nonsusceptible  organisms.  Also:  photodynamic  reaction  (making  avoidance  of  direct  sunlight  advis- 
able) and.  very  rarely,  anaphylactoid  reaction.  Reduce  dosage  in  impai^'ed  renal  function.  The  possibility  of  tooth 
discoloration  during  development  should  be  considered  in  administering  any  tetracycline  in  the  last  trimester  of  preg- 
nancy. in  the  neonatal  period,  and  in  early  childhood.  Capsules.  150  mg  and  75  mg,  of  demethylchlortetracycline  HCI. 
Average  Adult  Daily  Dosage:  150  mg,  q i d.  or  300  mg.  b.i  d.  1,  Kunin.  C M,;  Oornbush.  A C..  and  Finland.  M.:  Dist»’ibu- 
tioo  and  Excretion  of  Four  Tetracycline  Analogues  in  Normal  Young  Men.  J.  Chn.  Invest.  38:1950  (Nov.)  1959 
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June  20-24,  1965 
114th  Annual  Convention 

Come  to  New  York  City  June  20-24.1 
Be  part  of  tomorrow’s  medicine  and] 
participate  in  the  year’s  most  exten-; 
sive  scientific  meeting. 

The  excitement  of  America’s  largest] 
city  is  available  to  you  at  the  best] 
time  of  the  year,  as  you  relax  and! 
review— in  air  conditioned  comfort— j 
the  most  recent  developments  in  gen- 
eral practice  and  all  the  specialties.] 

■ Six  general  scientific  meetings 

■ 23  medical  specialty  programs 

■ 700  scientific  and  industrial  ex 
hibits 

■ Lectures,  panel  discussions,  mo 
tion  pictures  and  color  television 

Plan  to  attend— continue  your  post- 
graduate education. 

See  JAMA  May  10  for  complete  scien- 
tific program— forms  for  advance  reg 
istration  and  hotel  accommodations. 
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to  restore  useful  function  in  the 
arthritic  patient 

Celestoné 

(betamethasoneuu^) 


CLINICAL  CONSIDERATIONS.  Indications:  Celeslone 
(betamethasone,  Schering)  is  indicated  in  the  manage- 
ment of  various  allergic,  dermatologic,  ocular,  rheu- 
matic and  other  conditions  known  to  be  responsive  to 
corticosteroid  therapy. 

Dosage  and  Administration:  The  dosage  of  Celestone 
(betamethasone)  must  be  adjusted  to  individual  patient 
requirements;  i.e.,  severity  of  the  condition,  anticipated 
duration  of  therapy,  tolerance  to  the  steroid  and  re- 
sponse obtained.  The  lowest  effective  dose  should  be 
employed.  When  corticosteroid  therapy  is  no  longer 
required,  the  dosage  of  this  drug  should  be  reduced 
gradually  and  then  discontinued.  Withdrawal  of  therapy 
should  be  gradual.  Package  literature  should  be  con- 
sulted for  detailed  dosage  schedules. 

Precautions:  Although  Celestone  (betamethasone)  dif- 
fers significantly  in  potency  and  electrolyte  effects,  it 
is  a corticosteroid  and  hence  is  potentially  capable  of 
causing  any  of  the  reported  side  effects  of  other  such 
compounds.  As  with  other  corticosteroids,  recurrence 


of  complications  of  peptic  ulcer  may  occur  during 
therapy  with  this  drug.  Package  literature  should  be 
consulted  for  details. 

Contraindications:  Active,  questionably  healed,  or  sus- 
pected tuberculosis  and  herpes  simplex  of  the  eye  are 
absolute  contraindications.  Discretion  should  be  used 
in  administering  Celestone  (betamethasone)  to  preg- 
nant patients  particularly  during  the  early  months. 

Use  of  this  corticosteroid  in  the  controlled  diabetic 
patient  should  be  closely  observed.  In  individuals  ex- 
posed to,  or  in  the  active  phase  of,  exanthematous  dis- 
ease, it  may  be  desirable  to  discontinue  all  corticos- 
teroid therapy. 

For  complete  product  details,  consult  Schering  lit- 
erature available  from  your  Schering  representative,  or 
Medical  Services  Department,  Schering  Corporation, 
Union,  New  Jersey. 

Packaging:  Bottles  of  30,  100,  1000.  Tablets 
of  0.6  mg.  each.  • rRAOCMARK 

SCHERING  CORPORATION  U.S.A. 


ENDURON 


MARCA  REGISTRADA 


(Meticlotiacida  Abbott) 


Diurético-hipotensor  muy  activo, 
de  acción  prolongada 
y baja  toxicidad. 


El  Endurón  es  un  nuevo  agente  diurético  de  uso  oral; 
químicamente  pertenece  al  grupo  de  los  derivados  de  la 
benzotiadiacina  ( tiacida ) . 

Sus  efectos  predominantes  son:  diuresis,  natruresis  y clo- 
ruresis,  casi  sin  alteración  de  las  concentraciones  del  po- 
tasio sanguíneo.  Aunque  aumenta  la  excreción  de  sodio, 
la  de  potasio  no  aumenta  en  la  misma  proporción,  por  lo 
tanto,  raramente  hay  peligro  de  hipopotasemia  en  los  en- 
fermos tratados  con  Endurón. 

Desde  el  punto  de  vista  clínico  tiene  varias  ventajas  sobre 
los  otros  miembros  del  grupo: 

Acción  potente:  10  mg.  de  Endurón  producen  una  na- 
truresis tan  considerable  como  el  efecto  máximo  produ- 
cido por  las  otras  tiacidas. 

El  efecto  del  Endimón  dura  por  lo  menos  24  horas, 
permitiendo  un  tratamiento  satisfactorio  por  medio  de 
una  dosis  diaria. 

Produce  mayor  excreción  de  sodio  por  imidad  de  potasio 
excretado,  y menos  pérdida  total  de  este  elemento. 

Disponible  en  tabletas  de  5 mg.  partibles  por  la  mitad  para 
ajustar  la  dosis.  Frascos  de  25  y 100  tabletas. 


ABBOTT  LABORATORIES  PUERTO  RICO,  INC. 

BOX  7278  BO.  OBRERO  STA.  • CALLE  CAYEY  ESQ.  WM.  JONES 
MARTIN  PEÑA-PARADA  • SANTURCE,  P.R. 
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in  rheumatoid 
arthritis 
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erapeutic  effects 

lumber  of  workers  have  reported  ma- 
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NUTRITIONAL  STUDIES 
AFTER  GASTRECTOMY 


P.  H.  Garcia-Pont,  M.D. 

Julio  V.  Rivera,  M.D.,  F.A.C.P. 


Nutritional  deficiencies  have  been  estimat- 
ed to  exist  post-operatively  in  about  50%  of 
all  patients  who  undergo  gastric  resection 
for  peptic  ulcer  ( 1,  2,  3,  4,  5)  and  in  virtually 
all  who  undergo  total  removal  of  the  stomach. 

The  present  study  includes  the  evaluation 
for  possible  evidence  of  nutritional  disturb- 
ances of  31  patients  who  underwent  partial 
gastrectomy  and  gastroenterostomy  for  peptic 
ulcer. 

Materials  and  Methods 

Patients  admitted  to  the  Medical  Service 
who  had  had  a partial  gastrectomy  with  gas- 
troenterostomy at  least  two  years  previously 
were  included,  regardless  of  the  reason  for 
admission  and  whether  their  complaints  were 
gastrointestinal  or  not.  The  two  year  period 
was  allowed  for  stabilization  of  any  physiolo- 
gic or  anatomic  alteration  presenting  shortly 
after  surgery. 

Since  all  the  operations  were  not  performed 
at  the  Veterans  Administration  Hospital,  there 
was  no  record  as  to  the  amount  of  stomach 
removed  or  the  type  of  anastomosis.  X-ray 


From  the  Medical  and  Radioisotope  Services 
and  the  General  Medical  Research  Laboratory, 
Veterans  Administration  Hospital,  San  Jitan, 
Puerto  Rico,  and  the  Department  of  Medicine, 
University  of  Puerto  Rico  School  of  Medicine, 
San  Juan,  Puerto  Rico. 


studies  confirmed  the  presence  of  partial  gas- 
trectomy and  gastroenterostomy  in  all  (Bilroth 
II),  but  we  could  not  ascertain  whether  they 
had  a Polya  or  Hoffmeister  modification. 

Twenty  five  patients  underwent  a detailed 
dietetic  survey  by  a trained  dietitian  with 
recording  of  all  factors  regarding  nutrition. 
The  standards  used  for  classification  of  the 
patients  in  relation  to  their  nutrition  and  the 
expected  daily  nutritional  requirements  are 
included  in  Table  I. 

Caloric  values  were  corrected  for  age  and 
height.  Patients  were  classified  by  these  stand- 
ards into  three  categories  as  follows:  above 
average,  average  or  below  average.  The  values 
used  were  chosen  as  fairly  reasonable  levels 
for  our  veteran  population.  To  minimize  error, 
a control  group  matched  for  age  was  used  for 
comparison  in  regards  to  daily  intake  of  car- 
bohydrate, protein  and  fat. 

Hematologic  studies  including  serum  iron 
and  bone  marrow  examination  and  tests  of 
absorption  of  d-xylose  (6)  radioactive  triolein 
(7)  and  vitamin  B-12  were  done.  Liver  func- 
tion tests  and  oral  glucose  tolerance  tests  were 
also  performed.  Values  for  d-xylose  absorption 
test  were  considered  abnormal  when  the  5-hour 
urinary  excretion  was  under  3 grams  with  a 
25  g dose  and  under  1.2  g when  a 5 g test 
dose  was  used.  Radioactive  vitamin  B-12  ab- 
sorption was  considered  normal  when  the 
urinary  excretion  exceeded  8%,  For  the  iodine 
1-131  labeled  triolein  absorption  test  to  deter- 
mine the  presence  of  steatorrhea,  values  above 
5%  for  fecal  excretion  were  considered  abnor- 
mal. 
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TABLE  I:  AVERAGE  DAILY  REQUIREMENTS  TABLE  II:  INDICATIONS  FOR  SURGERY 


Nutrient 

Requirements 

Total  calories 

2,500  — 3,200  cal 

Carbohydrate 

300  — 400  g 

Protein 

60  — 70  g 

Fat 

80  — 120  g 

Calcium 

0 — 8 g 

Vitamin  A 

5,000  units 

Vitamin  C 

75  mg 

Thiamine 

1.5  mg 

Riboflavin 

1.7  — 1.8  mg 

Niacin 

18  — 21  mg 

Iron 

10  mg 

Results 

Twenty-eight  white  patients  and  three  co- 
lored whose  ages  ranged  from  25  to  77  (aver- 
age of  51.1  years)  were  included.  Two  of 
them  had  undergone  vagectomies  and  one 
had  had  reconstructive  stomal  surgery  fol- 
lowing the  original  gastrectomy.  The  time 
after  gastrectomy  varied  from  2 to  14  years 
with  an  average  of  6.1  years.  Indications  for 
surgery  and  reasons  for  admission  to  the 
hospital  are  shown  in  Tables  II  and  III. 

Weight: 

Ideal  weight  was  calculated  from  tables 
used  for  Puerto  Ricans  by  the  Division  of 
Dietetics  and  Nutrition  of  the  Health  Depart- 
ment on  the  basis  of  height  and  age.  Due  to 
inaccuracy  of  information  given  by  the  pa- 
tients as  to  pre-operative  weight,  we  preferred 
not  use  this  data. 

Only  4 patients  were  above  their  ideal 
weight  (Fig  1).  The  average  gastrectomized 
patient  was  11  lbs.  underweight.  The  maxi- 
mum amount  of  weight  deficit  was  42  lbs. 
When  compared  to  a matched  age  control 


Indication 

No. 

Bleeding 

17 

Obstruction 

7 

Intractability 

3 

Perforation 

1 

Uncertain 

3 

TABLE  III:  REASONS  FOR 

ADMISSION 

Reason 

No. 

Anemia 

10 

Diarrhea 

3 

Abdominal  Pain 

10 

Dumping 

4 

N on-gastrointestinal 

4 

group  of  hospitalized  patients  without  dis- 
eases known  to  cause  malnutrition,  the  dif- 
ference between  the  groups  was  statistically 
significant  (P<.01). 

The  dietetic  survey  disclosed  consider- 
able information  that  might  explain  the 
weight  deficit.  Twenty-five  patients  were 
studied  in  detail  (Fig.  2).  A poor  dietary 
intake  was  the  usual  finding.  The  average 
of  the  total  caloric  intake  of  the  whole  group 
of  patients  was  1748  calories  daily.  An  above 
average  intake  in  dietary  iron  was  noted  in 
the  group.  This  has  been  explained  on  the 
basis  that  the  average  Puerto  Rican  diet 
usually  contains  beans,  known  to  be  very 
high  in  iron  content.  Various  degrees  of  defi- 
ciency in  vitamin  intake  was  observed  as 
shown  in  Fig.  3.  Symptoms  were  the  main 
reason  given  by  the  patients  for  the  dietary 
deficiencies.  These  are.  included  in  Table  IV 
together  with  their  frequency  of  occurrence. 
No  signs  of  vitamin  deficiency  were  found 
in  the  physical  examination. 
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Fig.  1 . Variation  of  patient’s  weight  from 
ideal  weight  adjusted  for  age  and 
height. 


Fig.  2.  Dietary  intake  of  various  nutri- 
ents as  compared  to  average  require- 
ments as  given  in  Table  I. 
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TABLE  IV:  SYMPTOMS 


Symptom 

No. 

Dumping 

10 

Fullness 

16 

Diarrhea 

12 

Vomiting 

7 

Pain 

11 

Other 

12 

To  ascertain  the  statistical  significance  of 
this  nutritional  data  the  same  control  group 
used  for  weight  was  used  for  comparison  as 
to  total  calories,  carbohydrate,  protein  and 
fat  intake  using  the  Mann  Whitney  U test..* 
The  difference  between  the  control  group 
and  the  patients  as  to  total  calories  could 
be  considered  of  borderline  significance  (P 
>0.5 1 ) . This  significance  is  increased  by 
the  findings  of  the  total  carbohydrate  intake. 

The  differences  between  control  group  and 
the  patients  as  to  total  daily  carbohydrate 
intake  was  highly  significant  (P<.01).  The 
average  daily  intake  of  the  gastrectomized 
group  was  203  g and  that  of  the  control 
group  was  256  g.  There  was  no  significant 
difference  between  the  groups  as  to  protein 
(P3»:39)  nor  fat  P».37)  intake. 

The  dietary  habits  of  these  patients  as  to 
the  number  meals  per  day  are  shown  in  Fig. 
4.  Most  of  these  patients  were  eating  3 meals 
daily.  Considering  the  fact  that  gastrecto- 
mized patients  tolerate  better  numerous  and 
smaller  feedings,  the  high  incidence  of  symp- 
toms may  be  attributed  partly  to  their  eat- 
ing habits. 


Fig.  3.  Dietary  intake  of  vitamins  as  com- 
pared to  average  requirements  as 
shown  in  Table  I. 


•If  Basic  Statistical  Methods,  N.M.  Downie,  R.W. 
Heath,  Harper  & Brothers,  New  York,  N.Y., 
1959. 
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Fig.  If.  Number  of  meals  per  day. 

Abnormalities  were  often  found  in  these 
patients  in  the  handling  of  a loading  dose 
of  carbohydrate  (100  g glucose,  oral).  Of  18 
tests  performed,  12  were  abnormal  (Fig.  5). 
The  striking  differences  compared  to  a nor- 
mal curve  are  those  of  rapid  absorption  dur- 
ing the  first  half  hour  and  the  late  hypo- 
glycemic levels  at  the  3-4  hours  interval. 


Fig.  ,5.  Oral  glucose  tolerance  test  observed 
in  12  of  18  patients  studied.  The 
interrupted  line  represents  a normal 
curve. 


Anemia,  defined  as  a hemoglobin  below  12 
g %,  was  found  in  19  of  31  patients  (61%), 
It  was  considered  mild  when  the  levels  were 
between  10-12  g and  severe  when  below  10  g. 
The  anemia  was  usually  of  the  iron  deficiency 
type  (Table  V). 

Serum  iron  levels  below  80  pg  per  100 
ml  were  considered  low.  Out  of  the  27  pa- 
tients tested,  serum  iron  was  low  in  15 
(56%).  The  mean  iron  level  for  the  whole 
group  was  72  pg.  The  mean  value  of  those 
with  levels  below  80  ug  was  45  pg/100  ml. 
Serum  iron  level  in  the  patients  with  anemia 
was  low  in  out  of  18  (82%). 

Only  two  patients  were  shown  to  have 
folic  acid-vitamin  B-12  deficiency  anemia 
(6%)  by  bone  marrow  examination.  Ra- 
dioactive B-12  absorption  studies  were  per- 
formed in  1 1 patients.  Four  patients  showed 
low  values  as  show  in  Table  VI. 

Tests  for  occult  blood  in  the  stools  were 
repeatedly  positive  in  8 patients.  Nine  had 
negative  stools  for  occult  blood.  Two  had 
doubtful  results. 

No  correlation  was  found  between  hemo- 
globin levels  and  time  elapsed  since  surgery. 
The  group  was  too  small  for  statistical  eva- 
luation of  significance. 

Intestinal  Absorption: 

In  10  out  of  25  patients  studied  (40%) 
mild  to  moderate  steatorrhea  was  found  as 
measured  by  the  iodine-131  triolein  absorp- 
tion test.  The  highest  stool  radioactivity  value 
was  found  in  the  patient  with  severest  weight 
deficit  (42  lbs.  under  ideal  weight).  The  fact 
that  most  markedly  underweight  patients 
were  found  in  this  group  suggested  that  stea- 
torrhea is  a contributing  factor  in  weight  loss 
and  undernutrition. 
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TABLE  V:  HEMATOLOGIC  STUDIES  IN  ANEMIC  PATIENTS 


No. 

Hemoglobin 
(g/100  ml) 

Serum  Fe 
(jig/lOO  ml) 

Stool 

guaiac 

B-12  Absorption 
(%) 

Bone  Marrow 

1 

9.2 

71 





2 

5 . 4 

42 

— 

— 

— 

3 

7.5 

54 

+ 

5 

B-12  - F.A. 

4 

10.9 

58 

+ 

Fe-deficiency 

5 

9.8 

32 

+ 

— 

— 

6 

7.5 

50-80 

+ 

16 

Fe-deficiency 

7 

11.5 

80 

— 

— 

Fe-deficiency 

8 

10.6 

50 

+ 

— 

— 

9 

11.2 

43 

+ 

— 

— 

10 

7.0 

54 

— 

12 

Fe-deficiency 

11 

8.8 

102 

— 

— 

— 

12 

10.6 

133 

+ 

13 

— 

13 

9.8 

— 

— 

4 

Fe-deficiency 

14 

8.2 

28 

— 

20 

Fe-deficiency 

15 

11.8 

74 

+ 

5 

F.A. 

16 

6.0 

66 

5 

Fe-deficiency 

Fe-deficiency 

17 

8.5* 

32 

+ 

15 

— 

18 

6.6 

50 

+ 

— 

Reactive 

19 

10.0 

86** 

— 

— 

— 

Normal 

>12  gm 

>80aig 

>8 

F.A.  — 

■folic  acid 

* — recent  bleeding 

** 

— (ig  1 year  later. 
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TABLE  VI:  RADIOACTIVE  B-12  ABSORPTION  STUDIES 


No.* 

Hemoglobin 
(g/100  ml) 

B-12 

Absorption 

(%) 

Serum  Fe 
(pg/100  ml) 

Bone  Marrow 

Xylose 

Triolein 

1 

7.5 

1 . 5-  .w/o  I.F. 

5-  w/  I.F. 

54 

F.A.  B-12 
deficiency 

Abnormal 

Normal 

2 

7.5 

16 

50-80 

Fe-deficiency 

— 

Normal 

3 

7.0 

12 

54 

Fe-deficiency 

Normal 

Normal 

4 

14.3 

30 

133 

— 

Normal 

Normal 

5 

10.6 

13 

133 

— 

Borderline 

Normal 

6 

9.8 

4 

— 

Fe-deficiency 

Normal 

Normal 

7 

8.2 

20 

28 

Fe-deficiency 

Normal 

Abnormal 

8 

13.6 

16 

50 

Reactive 

Abnormal 

Abnormal 

9 

11.8 

5 

74 

F.A.  B-12 
deficiency 

Abnormal 

— 

10 

6.0 

5 

66 

Fe-deficiency 

Abnormal 

Normal 

11 

8.5 

15 

32 

— 

— 

— 

Normal 

>12.0 

>8% 

> 80  Jig 

*Numbers  in  this  table  do  not  correspond  to  those  in  Table  V.  I.F.  — Intrinsic  Factor. 


TABLE  VII:  ABSORPTION  TESTS,  PATIENTS 
WITH  DIARRHEA. 


No.* 

Triolein  Absorption 
(Fecal  excretion  %) 

Xylose  Absorption 
(grams) 

1 

14.1 

0.85 

2 

2.5 

Normal 

3 

A 

— 

0.65 

5 

8.7 

Normal 

6 

2.4 

Normal 

7 

16.0 

Normal 

8 

14.7 

0.6 

9 

6.7 

Normal 

10 

4.4 

Normal 

11 

4.1 

Normal 

12 

0.7 

Normal 

* Numbers  in  this  table  do  not  correspond  to  those 
in  other  tables. 


Twelve  of  the  31  patients  studied  com- 
plained of  diarrhea  and  5 of  these  had  stea- 
torrhea. Three  out  of  those  twelve  had  abnor- 
mal xylose  absorption  tets  including  two  who 
had  steatorrhea.  Table  VII  shows  the  find- 
ings in  this  group. 

In  six  of  the  28  patients  in  whom  the  xylose 
absorption  test  was  performed  the  result  was 
abnormal.  Four  of  these  six  subjects  had  ane- 
mia. Three  of  these  showed  diminished  vi- 
tamin B-12  absorption. 

Liver  Function: 

It  might  be  expected  that  malnutrition 
could  be  manifested  also  as  alterations  in 
hepatic  function.  Liver  function  was  studied 
by  bromsulphthalein  (BSP)  determinations, 
total  protein,  cholesterol  and  cephalin  floe- 
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culation  tests.  As  a whole,  the  group  did  not 
show  any  marked  abnormalities  in  liver  func- 
tion as  measured  by  the  tests  performed.  In 
our  31  patients  there  were  only  two  slightly 
abnormal  BSP  tests.  Only  two  patients 
had  markedly  diminished  total  cholesterol 
(100,  121  mg  %).  One  of  them  had  stea- 
torrhea. When  the  cholesterol  values  were 
compared  to  the  control  group,  the  difference 
was  not  significant. 

Taking  the  lower  limit  of  albumin  as  3.9 
grams/ 100  ml,  20  of  our  30  patients  had 
hypoalbuminemia  with  an  average  of  3.6 
grams/ 100  ml.  No  control  group  was  com- 
pared statistically. 

Discussion 

The  evaluation  of  the  nutritional  intake 
and  dietary  habits  of  the  patients  studied 
disclosed  that  in  most  of  the  patients  nutrient 
intake  was  deficient.  The  statistically  highly 
significant  value  obtained  when  the  low 
intake  of  carbohydrate  was  compared  to  that 
of  a control  age-matched  group  is  in  agree- 
ment with  the  fact  that  carbohydrates  are 
implicated  in  the  pathophysiology  of  the 
dumping  syndrome.  Our  results  support 
the  idea  that  these  patients  do  not  take  car- 
bohydrates either  because  they  provoke  symp- 
toms, or  because  they  are  advised  not  to. 

Another  reason  given  for  the  deficient 
food  intake  in  these  patients  is  that  ablation 
of  the  stomach  will  abolish  hunger  contrac- 
tions and  that  the  gastric  pouch  is  limited  as 
a reservoir.  Of  utmost  importance  is  the  like- 
lihood that  the  occurrence  of  any  particular 
symptom  following  a meal  might  prejudice 
the  patient  against  the  ingestion  of  that  food. 

Alterations  of  carbohydrate  metabolism  in 
patients  with  partial  gastrectomy  and  gas- 
troenterostomy have  been  shown  to  be  related 


in  relation  to  the  ability  to  handle  loading 
doses  of  glucose  given  by  the  oral  route.  High 
early  blood  glucose  values  and  late  hypogly- 
cemia are  the  main  features.  This  has  been 
explained  on  the  basis  of  rapid  intestinal 
absorption  after  rapid  emptying  (loss  of  py- 
loric function)  and  the  late  hypoglycemic  ef- 
fect as  reactive  hyperinsulinism.  The  unders- 
tanding of  this  mechanism  can  be  used  clini- 
cally with  benefit  to  the  patient  when  car- 
bohydrate intake  is  divided  into  numerous 
small  meals  instead  of  fewer  larger  ones. 

Incomplete  splitting  of  disaccharides  at  the 
mucosal  level  and  lack  of  contact  with  their 
areas  of  maximal  absorption  result  in  further 
impairment  of  utilization  of  these  carbohy- 
drates (8) . Lactose  is  mainly  absorbed  in  the 
duodenum  and  proximal  jejunun  and  sucrose 
in  the  distal  jejunun  and  ileum. 

In  the  adult,  the  major  dietary  carbohy- 
drates are  in  the  form  of  polysaccharides  and 
disaccharides.  The  inability  of  patients  to 
gain  weight  after  gastrojejunostomy  may  be 
due  in  part  to  a relative  carbohydrate  defi- 
ciency since  the  monosacharides  are  not 
made  available  to  the  system  for  utilization. 

The  incidence  of  all  forms  of  anemia  has 
been  reported  by  Deller  and  Witts  (9)  as 
20.4%  in  a large  series  of  partially  gastrecto- 
mized  patients  (Bilroth  I and  II).  Similar 
figures  have  been  reported  by  other  investi- 
gators (10) . Iron  deficiency  anemia  has  been 
found  by  others  in  as  many  as  60%  of  pa- 
tients. This  figure  is  very  close  to  the  percent- 
age found  in  our  group.  Serum  iron  values 
have  been  reported  low  in  34%  of  partially 
gastrectomized  patients  (11).  In  our  group 
low  serum  iron  was  found  almost  twice  as 
frequently.  A low  iron  has  been  found  to 
correlate  with  low  hemoglobin  in  large  series 
of  cases  (9).  A barely  significant  relation  bet- 
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ween  hemoglobin  and  time  elapsed  since  the 
operation  has  been  found  by  other  investi- 
gators ( 12) . 

The  mechanism  of  development  of  iron 
deficiency  anemia  in  partially  gastrectomized 
patients  has  been  debated.  Both  iron  loss  by 
the  gastrointestinal  tract  and  poor  absorption 
have  been  blamed.  Zingg,  Green  and  Thomas 
(13)  studied  iron  absorption  in  83  gastrecto- 
mized patients  by  means  of  a loading  test 
with  ferrous  gluconate  and  determinations 
of  serum  iron  levels.  Partially  gastrectomized 
subjets  showed  an  abnormally  high  increase 
in  serum  iron  that  was  interpreted  as  due  to 
depletion  of  iron  stores  since  the  response 
was  similar  to  that  seen  in  patients  with 
known  iron  deficiency  anemia.  They  con- 
cluded that  the  development  of  iron  deficien- 
cy anemia  following  gastrectomy  could  be 
attributed  to  a diminished  utilization  of  or- 
ganically-bound iron  or  to  occult  loss  of  blood 
in  the  feces. 

Other  observers  have  noted  a rapid  hema- 
tological response  in  anemic  gastrectomized 
patients  given  ferrous  sulfate.  Apparently,  the 
absorption  of  the  salt  is  better  than  that  of 
organically  bound  iron.  By  taking  serial 
upright  X-rays  of  the  abdomen  Owren  (14) 
concluded  that  ferrous  carbonate  tablets  when 
ingested  by  partially  gastrectomized  patients 
passed  rapidly  into  the  ileum  before  desinte- 
grating  and  often  were  found  intact  in  the 
colon.  Normal  transit  of  the  tablets  was 
found  if  the  patient  remained  recumbent. 
This  suggests  that  liquid  iron  preparations 
might  be  better  absorbed. 

It  is  logical  that  if  normally  most  absorp- 
tion of  iron  occurs  in  the  duodenum,  the 
by-pass  and  the  rapid  transit  may  play  a 
considerable  role  in  the  development  of  iron 
deficiency  anemia.  It  is  not  known  whether 


the  jejunal  atrophy  found  in  some  post- 
gastrectomy patients  (15)  plays  a role  in  the 
development  of  anemia. 

The  conclusion  at  the  present  time  must 
be  that  several  mechanisms  appear  to  con- 
tribute to  the  development  of  iron  de- 
ficiency anemia  in  partially  gastrectomized 
patients. 

In  a review  of  7,505  cases  in  the  literature 
(9),  megaloblastic  anemia  was  estimated  to 
be  present  in  only  0.33%.  However,  as  meas- 
ured by  levels  of  serum  vitamin  B-12  the  in- 
cidence of  vitamin  B-12  deficiency  is  higher. 
It  has  been  also  found  that  decline  of  serum 
levels  of  vitamin  B-12  correlates  with  the 
time  interval  after  gastrectomy.  Patients  in 
whom  histological  examination  of  the  resected 
stomach  showed  diffuse  chronic  gastritis  de- 
monstrated a greater  incidence  of  subnormal 
values  than  those  in  which  the  stomach  was 
histologically  normal. 

Deficiency  of  intrinsic  factor  has  been 
blamed  as  one  of  the  mechanisms  responsible 
for  B-12  deficiency.  Histamine  stimulation 
tests  in  partially  gastrectomized  patients  with 
normal  and  abnormal  vitamin  B-12  absorp- 
tion show  that  the  drop  in  pH  is  greater  in 
the  patients  that  absorb  vitamin  B-12  normal- 
ly than  in  the  ones  who  absorb  it  poorly. 
Other  mechanisms  implicated  are  the  fol- 
lowing: (1)  faulty  interaction  between  vita- 
min B-12  and  intrinsic  factor  with  inadequate 
opportunity  for  binding  of  B-12  by  intrinsic 
factor  due  to  lack  of  the  reservoir  of  the 
stomach;  (2)  reduced  proteolysis  in  the  sto- 
mach resulting  in  reduced  ability  to  split  vi- 
tamin B-12  from  the  complexes  in  the  food; 
and  (3)  bacterial  population  in  a blind  af- 
ferent loop  may  interiore  with  vitamin  B-12 
absorption  by  damage  to  the  mucosa  and  in 
addition  by  consuming  some  of  the  ingested 
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vitamin  directly  from  the  intestinal  lumen 
as  well  as  from  the  circulating  blood,  thus 
reducing  in  multiple  ways  the  amount  of  vi- 
tamin B-12  reaching  the  ileum. 

Xylose  tolerance  tests  are  usualy  normal 
in  gastrectomized  patients  whether  stea- 
torrhea is  present  or  not  (16).  However,  it 
has  been  considered  that  rapid  gastric  empty- 
ing and  rapid  intestinal  transit  may  some- 
times alter  results  of  the  test  (17). 

Steatorrhea,  using  iodine  1-131  labeled 
triolein,  has  been  found  by  other  investigators 
(16)  in  approximately  50%  of  patients  with 
the  Bilroth  II  procedure  with  the  Hoffmeister 
technique.  Our  figure  is  somewhat  lower. 

Studies  with  oleic  acid  labeled  with  iodine- 
131  show  that  the  mucosa  of  the  small  bowel 
of  gastrectomized  patients  is  able  to  absorb 
fatty  acids  better  than  neutral  fats  (18). 
Similar  tests  following  administration  of  pan- 
creatic extract  and  bile  support  the  thesis 
that  the  main  defect  is  probably  one  of  di- 
gestion (18,  19).  Defective  stimulation  of 
pancreatic  secretion  and  gallbladder  empty- 
ing (pancreaticocibal  asynchrony),  results  in 
decreased  digestive  enzyme  secretion  during 
the  early  part  of  digestion.  Rapid  intestinal 
passage  and  the  loss  of  pyloric  function  are 
also  probably  important.  Metabolic  studies 
have  shown  that  there  is  also  malabsorption 
of  protein  (20). 

The  effect  of  gastric  resection  on  pan- 
creatic function  is  of  interest  (21) . The  secre- 
tin test  has  usually  shown  normal  pancreat- 
ic function  in  gastrectomized  patients.  Ho- 
wever, it  is  possible  that  defective  stimu- 
lation for  a prolonged  time  results  in  fibrosis 
and  atrophy  of  the  organ. 

In  the  investigation  of  post-gastrectomy 
malab.sorpt:on  it  is  important  to  exclude 
mechanical  factors  like  the  blind  loop  syn- 


drome (22).  Antibiotic  treatment  has  shown 
improvement  of  steatorrhea  in  patients  with 
high  bacterial  colony  counts  in  the  afferent 
loop.  It  is  possible  that  pancreatic  enzymes 
are  inactivated  in  a stagnant  afferent  loop 
by  resident  bacteria. 

The  possible  loss  of  calcium  through  the 
urine  and  faulty  absorption  through  the  bowel 
of  partially  gastrectomized  patients  has  led 
to  the  occurrence  of  bone  rarefaction  in  some 
cases  and  even  fractures  and  osteomalacia  in 
others  (23).  Our  cases  were  not  studied  for 
this  abnormality. 

Whether  the  histologic  changes  found  in 
the  superficial  areas  of  the  mucosa  of  the 
jejunun  suggesting  atrophy  are  significant  in 
the  development  of  steatorrea  and  malabsorp- 
tion, remains  to  be  settled  (24). 

The  findings  of  this  study  confirm  those 
of  others  as  to  the  frequency  with  which  nu- 
tritional disturbances  occur  following  gastric 
surgery.  Although  their  importance  varies 
considerably  among  individual  patients  their 
incidence  is  high  enough  to  warrant  their 
consideration  in  the  planning  of  surgical 
procedures.  In  part  because  of  this,  modifica- 
tion of  surgical  technique  such  as  vagotomy 
with  pyloroplasty,  antrectomy  and  conserv- 
ative gastric  resections  have  recently  become 
more  popular  (25).  Correction  of  some  of 
the  deficiencies  such  as  ferropenic  anemia 
and  deficiency  of  total  caloric  intake  is  pos- 
sible in  most  cases.  On  the  other  hand,  the 
management  of  certain  cases  with  dumping 
syndrome  and  severe  steatorrhea  can  be  quite 
difficult.  The  expert  advice  of  the  dietitian 
should  be  sought  whenever  indicated.  Orien- 
tation of  the  patient  before  and  after  surgery 
as  to  possible  problems  and  their  management 
is  always  indicated. 
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Summary 

Thirty-one  male  veteran  patients  who  had 
been  submitted  to  partial  gastrectomy  and 
gastroenterostomy  for  peptic  ulcer  were 
studied  for  evidence  of  nutritional  disturb- 
ances. Careful  dietary  surv'ey,  hematological 
status  and  intestinal  absorbtion  tests  were 
performed.  The  incidence  of  hypochromic 
anemia  was  60%.  Only  two  patients  had 
vitamin  B-12  — folic  acid  deficiency  anemia. 
The  incidence  of  steatorrhea  was  40%  in  25 
patients  studied.  Deficient  carbohydrate  in- 
take was  a major  feature  in  the  patients’ 
dietary  history.  The  mechanisms  involved  in 
the  production  of  nutritional  disturbances  in 
post  gastrectomized  are  discussed. 

Resumen 

Un  total  de  31  enfermos  que  habían  sido 
sometidos  a resecciones  parciales  del  estóma- 
go con  gastroenterostomía  para  tratamiento 
de  úlcera  péptica  fueron  estudiados  para  la 
presencia  de  disturbios  de  la  nutrición.  Se 
llevó  a cabo  una  evaluación  del  historial  die- 
tético, de  su  estado  hematológico  y de  la 
absorción  intestinal.  La  incidencia  de  ane- 
mia ferropénica  fue  de  60%.  Se  demostró 
deficiencia  de  vitamina  B-12  y acido  fólico 
en  sólo  dos  enfennos.  La  incidencia  de  estea- 
torrea  fue  de  40%  en  25  enfermos  estudia- 
dos. Disminución  en  la  ingestión  de  hidratos 
de  carbono  fue  uno  de  los  hallazgos  de  ma- 
yor peso  en  la  evaluación  dietética.  Utilizan- 
do como  grupo  testigo  pacientes  de  la  mis- 
ma edad  sin  enfermedades  que  pueden  cau- 
sar malnutrición  este  hallazgo  tuvo  validez 
estadística.  Son  discutidos  los  mecanismos  en- 
vueltos en  el  desarrollo  de  disturbios  nutri- 
cionales  luego  de  gastrectomía  parcial. 
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CHANGES  IN  PERIPHERAl. 
CIRCULATION  FOLLOWING 
LUMBOSACRAL  DIATHERMY 


The  literature  on  the  local  application  of 
short-wave  diathermy  to  the  lumbosacral 
region  and  its  effect  on  the  peripheral  cir- 
culation of  the  lower  extremities  is  sparse 
and  contradictory.  Bennett,  Hines  and  Krusen 
( 1 ) produced  satisfactory  vasodilatation  of 
the  feet  and  great  toes  of  patients  suffering 
from  thromboangiitis  obliterans  by  applying 
a pan-cake  coil  under  the  lumbosacral  region 
for  60  minutes.  They  measured  the  change 
in  temperature  (rise)  on  the  plantar  surface 
of  the  great  toes  and  the  dorsal  surfaces  of 
the  feet.  Wright  and  Phelps  (2)  used  an 
improved  optical  plethysmograph  to  study  3 
subjects.  The  blood  flow  decreased  in  the 
lower  extremities  in  two  and  showed  no 
change  in  the  third  after  application  of 
short-wave  diathermy  to  the  sacrum.  Flax, 
Miller  and  Horvath  (3)  checked  the  peri- 
pheral blood  flow  in  normal  young  adults 
with  the  Cambridge  modification  of  the 
Burch-Windsor  plethysmograph  and  meas- 
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ured  toe  temperatures  with  copper  constant 
thermocouples  recorded  on  a Brown  Elec- 
tronic Potentiometer.  They  were  unable  to 
get  any  significant  increase  in  the  toe  tem- 
perature in  two  subjects  after  applying  a 
pan-cake  coil  to  the  sacrum.  They  obtained 
four  types  of  general  response  in  the  peri- 
pheral blood  flow  correlating  well  with  the 
surface  temperatures  after  heating  the  thighs 
of  normal  subjets  with  short-wave  diathermy 
using  an  induction  cable:  1.  No  vasodilata- 
tion in  the  distal  area;  2.  Gradual  vasocons- 
triction; 3.  Marked  vasodilatation,  and  4. 
No  change  in  the  blood  flow  during  applica- 
tion with  an  increase  occuring  later. 

The  purpose  of  this  study  was  to  observe 
changes  in  the  peripheral  circulation  of  the 
feet  following  the  application  of  shortwave 
diathermy  to  the  lumbosacral  region.  These 
changes  were  determined  by  measuring  the 
amount  of  radioactive  human  serum  albumin 
present  in  the  feet  at  definite  time  inter- 
vals (4). 

Radioactive  albumin  has  a slow  rate  of 
disappearance  from  the  circulation.  It  is  also 
free  from  toxic  effects,  thus  making  it  an 
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ideal  measuring  agent.  When  this  substance 
is  injected  into  the  blood  stream,  it  mixes 
very  rapidly,  90%  in  one  minute,  and  com- 
pletely in  about  ten  minutes.  Any  alteration 
in  the  shape  of  the  curve  obtained  by  plotting 
the  activity  against  the  time  can  be  taken 
to  verify  a change  in  the  peripheral  circula- 
tion. The  slope  of  the,  curve  is  the  rate  at 
which  the  mixing  occurs.  This  slope  is  de- 
pendent on  the  blood  flow  through  the  capil- 
lary bed  surveyed  by  the  counter  and  will 
vary  any  changes  in  flow.  The  height  of  the 
plateau  is  an  approximation  of  the  volume 
of  blood  being  surveyed  by  the  counter. 

Materials  and  Methods 

A group  of  hospitalized  patients  with  no 
complaints  or  demonstrable  alterations  of  the 
circulation,  either  central  or  peripheral,  were 
used  as  controls.  Then  a group  of  hospitalized 
patients  with  clinical  manifestations  of  peri- 
pheral vascular  disease  with  arterial  insuf- 
ficiency of  the  lower  extremities  were  studied. 
All  patients  were  free  from  the  usual  varia- 
bles that  could  influence  arterial  circulation, 
such  as  fever,  changes  in  the  metabolic  rate, 
digestion,  ingestion  of  hot  fluids  or  food,  al- 
teration in  environmental  temperature,  hu- 
midity, shifts  in  posture,  smoking,  emotional 
influences,  alcohol  and  other  vasodilating 
drugs,  vasoconstricting  medication,  and  seda- 
tives. 

They  were  placed  on  a cot  in  the  supine 
position  in  a room  having  a constant  tempera- 
ture throughout  the  experiment.  The  tempera- 
ture was  not  the  same  each  day  and  varied 
from  75  degrees  F.  to  85  degrees  F.  The  pro- 
cedure was  explained  carefully  to  each  subject 
who  then  remained  quiet  for  30  minutes.  A 
Nuclear  Chicago  DS-5  Scintillation  Detector 
was  applied  to  the  sole  of  each  foot  which 
were  separated  by  a lead  shield  two  inches 
thick.  Each  detector  was  connected  to  a Nu- 
clear Chicago  Model  R - 1000  Chart  Recorder. 
A continuous  recording  was  done  throughout 
the  procedure. 


100  microcuries  of  radioiodinated  human 
serum  albumin  (RISA)  was  injected  rapidly 
into  an  anticubital  vein.  After  the  plateau, 
lasting  five  to  ten  minutes,  was  reached  in 
the  graphic  record,  the  lower  trunk  was  heated 
for  20  minutes  with  short-wave  diathermy  us- 
ing two  rectangular  pads,  6 inches  by  9 inches, 
one  over  the  lumbar-gluteal  region  and  the 
other  over  the  lumbar-infrascapular  region, 
five  inches  apart.  The  pads  were  separated 
from  the  skin  of  the  back  by  one  inch  of  tow- 
elling. The  recordings  were  continued  for  60 
minutes  following  termination  of  diathermy. 
A short-wave  diathermy  machine  with  a fre- 
quency of  27120  kilocycles  was  used,  and  the 
power  indicator  kept  between  15  and  25 
throughout  the  heating. 

Results 

In  8 of  9 normal  subjects  (Table  I)  it 
was  noted  that  in  from  5 to  10  minutes /fol- 
lowing the  start  of  diathermy,  the  level  of 
radioactivity  in  the  feet  sharply  increased. 
This  rise  persisted  throughout  the  recording 
period  following  termination  of  diathermy. 
This  control  group  showed  an  increase  in 
circulation,  ranging  from  about  2%  to  39% 
in  the  left  foot  and  from  2.5%  to  35.5%  in 


TABLE  I 

EFFECT  OF  DIATHERMY  ON  NORMAL 
SUBJECTS. 


No. 

Left(%) 

Right  (%) 

1 

0.0 

+ 3.2 

2 

+ 3.6 

-1-  2.6 

3 

-1-10.6 

+ 8.0 

4 

+ 1.9 

-1-19.0 

5 

-1-25.4 

-1-27.7 

6 

— 8.4 

—13.3 

7 

-1-36.9 

-1-35.6 

8 

-1-  9.4 

“|“25 . 0 

9 

-1-38.8 

-1-12.7 
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the  right  foot.  One  subject  showed  a de- 
crease of  about  8%  in  the  left  and  13%  in 
the  right. 

In  the  group  of  9 patients  with  peripheral- 
vascular  disease  (Table  II)  6 showed  an  in- 
crease in  circulation  of  the  left  foot  ranging 
from  about  1%  to  22%  and  from  about 
1 % to  42  % in  the  right.  Three  showed  a de- 
crease ranging  from  about  2%  to  36%  in  the 
left  and  from  2.5%  to  21%  in  the  right. 


TABLE  II 

EFFECT  OF  DIATHERMY  IN  PERIPHERAL 
VASCULAR  DISEASE. 


No. 

Left  (%) 

Right  (%) 

Remarks 

1 

+ 8.1 

4-  8.3 

A* 

2 

-f-  1.5 

4-42.9 

B 

3 

—36.6 

—10.5 

B 

4 

-f-  4.7 

4-  1.3 

B** 

5 

4-  2.5 

4-13.0 

A 

6 

— 1.7 

— 2.5 

A 

7 

4-  0.9 

4-  4.3 

A 

8 

4-21.8 

4-20.8 

A 

9 

—11.5 

—20.8 

B*** 

* A.— Arteriosclerosis  obliterans.  B. — Thrombo- 
angiitis obliterans. 

** Right  sympathectomy. 

*** Bilateral  sympathectomy. 

Three  additional  patients  with  impaired 
peripheral  circulation  had  pyrogenic  reactions 
from  one  batch  of  radioiodinated  albumin 
with  high  fever  and  chills.  All  of  these  pa- 
tients received  an  ápplication  of  short-wave 
diathermy  before  the  reaction  took  place. 
They  all  showed  vasoconstriction  with  counts 
ranging  from  about  5%  to  23%  in  the  left 
foot  and  from  1%  to  27%  in  the  right.  (Ta- 
ble III). 


TABLE  III 

PYROGENIC  REACTIONS 


No. 

Left  ( %) 

Right  ( %) 

Remarks* 

1 

— 5.3 

— 1.6 

B 

2 

—12.3 

—27.4 

B 

3 

—23.4 

— 1.1 

A 

*B. — Thromboangiitis  obliterans.  A. — Arterios- 

clerosis obliterans. 


Discussion 

Reflex  vasodilatation  has  been  produced 
by  other  methods.  You  are  familiar  with  the 
Gibbon-Landis  (5)  test  that  shows  vasodila- 
tation of  the  toes  following  inmersión  of  the 
arms  in  hot  water  and  vice  versa.  This  test 
works  very  well  with  normal  arteries,  especial- 
ly vasodilatation  of  the  fingers  when  the  feet 
are  immersed  in  hot  water,  but  the  results 
are  not  so  reliable  with  diseased  vessel  walls. 
Lewis  and  Pickering  (6)  proved  the  presence 
of  vasomotor  changes  in  the  body  in  response 
to  heating  and  cooling  the  body.  They  were 
able  to  produce  vasodilatation  in  the  hands 
within  fifteen  seconds  after  applying  a heat 
cradle  to  the  thighs. 

On  the  basis  of  present  knowledge  (7,  8,  9) 
it  seems  justifiable  to  assume  that  both  reflex 
vasodilatation  and  vasoconstriction  may  de- 
pend upon  the  afferent  nervous  impulses  and 
alterations  in  blood  temperature.  The  efferent 
pathway  is  the  sympathetic  nervous  system. 
The  dilators  to  the  vessels  of  the  skeletal  and 
cardiac  muscles  are  derived  from  the  sympa- 
thetics.  As  compared  with  the  skin  and  vis- 
cera, however,  the  muscular  vessels  rely  to 
a greater  extent  upon  metabolic  products, 
carbon  dioxide  and  lactic  acid,  for  the  con- 
trol of  their  calibers. 
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The  sympathetic  vasomotor  pathway  to 
the  limbs  can  be  conceived  as  “bas^d  on  four 
neurons : cortico-hypothalamic,  hypothala- 
mic-spinal, preganglionic  and  postganglio- 
nic . . . The  fibers  for  the  lowed  limbs  are 
found  in  the  roots  from  T 10  to  12.  The 
majority  of  the  postganglionic  fibers  that 
are  destined  for  the  blood  vessels  join  the 
peripheral  spinal  nerves  and  are  distributed 
with  these  but  a minority  reach  the  main 
artery  of  the  limb  as  direct  branches  from 
the  paravertebral  sympathetic  ganglia”  (7). 

Reflex  vasodilatation  may  be  brought 
about  by  mechanism  other  than  direct  stim- 
ulation of  the  sympathetic  nerves  in  the 
lumbosacral  and  lumbar  ganglia  by  means  of 
short-wave  diathermy.  There  is  also  the  local 
thermal  influence,  and  the  cutaneous  arteries 
dilate  very  readily  to  local  heat.  This  is  the 
axon  reflex  of  Lewis  (10).  This  probably 
plays  an  unimportant  role,  however,  in  the 
changes  of  the  toe  temperatures.  Foerster 
(11)  observ'ed  cutaneous  vasodilatation  on 
stimulating  the  posterior  roots  in  man. 

It  is  not  possible  to  rule  out  the  effect  of 
direct  heating  of  the  blood  by  means  of  dia- 
thermy applied  to  the  lumbosacral  region  for 
twenty  minutes.  The  muscular  walls  are  very 
sensitive  to  changes  in  temperature  and  dilate 
very  readily  when  warmed.  There  is  also 
the  possibility  that  the  temperature  of  the 
blood  may  have  been  raised  sufficiently  to 
act  directly  on  the  sensitive  vasomotor  center 
in  the  hypothalamus  with  resulting  gener- 
alized vasodilatation. 

Peripheral  vasoconstriction  may  also  be  a 
manifestation  of  sympathetic  action.  (8)  This 
may  be  explained  by  recalling  the  “pressor” 
and  “depressor”  reflexes  resulting  from  stim- 
ulation of  somatic  nerves.  The  short-wave 
diathermy  can  heat  directly  the  lumbosacral 
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plexus  (peripheral  nerves)  with  the  impulse 
ascending  in  the  cord  by  way  of  the  spino- 
thalamic tracts  (depressor)  and  the  tract  of 
Lissauer  (pressor)  to  the  medulla  and  then 
the  vasomotor  center.  The  intraspinal  part 
of  the  efferent  limb  of  the  pressor  (vasocons- 
trictor) reflex  lies  in  the  anterior  or  lateral 
column  of  the  cord,  and  the  impulses  leave 
the  cord  by  the  white  rami.  The  intraspinal 
efferent  limb  of  the  depressor  reflex  (vaso- 
dilator) is  unknown.  If  the  stimulus  is  great, 
the  pressor  reflex  producing  vasoconstriction 
will  be  produced.  Usually,  however,  a depres- 
sor reflex  producing  a vasodilatation  is  found. 

The  one  normal  patient  showing  vasocons- 
triction may  have  been  more  sensitive  to  the 
changes  produced  by  short-wave  diathermy 
and  reacted  with  a pressor  reflex.  The  peri- 
pheral vasoconstriction  of  the  three  subjects 
with  peripheral  vascular  disease  and  the  three 
patients  with  pyrogenic  reactions  also  can  be 
explained  on  the  pressor  reflex  with  the  lib- 
eration of  large  quantities  of  epinephrine. 

In  a sympathectomized  limb  the  reflex 
responses  are  absent.  This  was  not  found  to 
be  true  in  the  two  sympathectomized  patients 
reviewed  in  Table  II.  Either  the  sympa- 
thectomy did  not  sever  all  the  necessary  sym- 
pathetic nerves  or  these  nerves  had  grown 
back  and  made  contact  with  the  peripheral 
nerve  distribution  to  the  arteries. 

It  may  be  possible  to  make  use  of  this 
procedure,  reflex  changes  in  the  peripheral 
circulation  of  the  feet  following  application 
of  short-wave  diathermy  to  the  lumbosacral 
region,  to  select  patients  for  sympathectomy. 
Those  patients  showing  the  greatest  amount 
of  peripheral  vasodilatation  should  offer  the 
best  results.  Also,  this  method  could  be  used 
to  check  the  results  of  surgery,  because  in  a 
sympathectomized  limb  the  reflex  responses 


1 QC  Volumen  57 
1 OO  Número  4 


Rafael  Berrios,  M.  D. 


should  be  absent.  The  rate  of  reinnervation 
of  the  sympathetics  following  sympathectomy 
also  could  be  determined  by  this  procedure. 

This  is  a preliminary  study.  More  results 
must  be  acquired  before  definitive  conclu- 
sions are  reached. 

Summary 

Reflex  peripheral  vasodilatation  was  shown 
in  8 out  of  9 normal  subjects  and  in  6 out 
of  9 patients  with  peripheral-vascular  disease 
after  the  application  of  short-wave  diathermy 
to  the  lumbosacral  region.  In  one  normal 
subject  and  3 patients  with  peripheral-vas- 
cular disease  vasoconstriction  occured.  Three 
patients  had  pyrogenic  reactions,  and  all 
showed  peripheral  vasoconstriction. 

The  changes  in  peripheral  circulation  in 
the  feet  feet  was  measured  by  scintillation 
detectors  and  recorded  on  a continuous  chart 
after  radioiodinated  human  serum  albumin 
was  injected  intravenously.  The  physiology 
of  reflex  peripheral  vasodilation  and  vaso- 
constriction was  discussed.  This  procedure 
might  be  used  to  select  the  patients  with 
peripheral  vascular  disease  most  likely  to 
benefit  by  sympathectomy. 
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EXPLORATORY  LAPAROTOMY 
IN  THE  DIAGNOSIS  OF  FEVER 
OF  UNDETERMINED  ORIGIN 


Eli  A.  Ramirez,  M.D.,  F.A.C.P. 
Francisco  Jauine  Anselmi,  M.D. 


Fever  of  undetermined  origin  is  a clinical 
classification  which  is  difficult  to  define.  It 
is  evident  that  what  may  be  considered  fever 
of  undetermined  origin  at  one  place  may  be 
quite  an  obvious  diagnosis  at  another;  and 
viceversa,  what  may  be  undetermined  at  the 
second  place  may  be  obvious  at  the  first. 
Even  in  retrospective  studies  of  clinical  ma- 
terial authors  differ  considerably  in  their 
criteria  for  case  selection  (1).  For  example, 
some  series  are  selected  according  to  the 
level  of  temperature  and  others  according  to 
the  duration  of  the  illness.  In  still  others  the 
time  in  the  hospital,  the  completeness  of  the 
studies  performed,  and  age,  have  been  used 
as  the  criteria  for  selection.  While  all  these 
factors  may  be  of  importance  in  compound- 
ing the  diagnostic  problem  of  fever,  we  feel 
that  the  determination  of  its  diagnostic  dif- 
ficulty should  be  established  primarily  on  the 
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basis  of  its  resistance  to  the  available  diag- 
nostic clinical  and  laboratory  facilities. 

For  a number  of  years  we  have  been  im- 
pressed with  the  value  of  exploratory  lap- 
arotomy in  solving  this  particular  type  of 
case  at  our  hospital.  This  application  has 
been  mentioned  by  a few  investigators  as  a 
possible  diagnostic  approach  in  these  cases 
(2,  3,  4,  5).  However,  to  our  knowledge,  the 
only  study  devoted  exclusively  to  the  value 
of  the  procedure  was  a review  of  70  cases 
published  by  Geraci  and  co-workers  in  1959 
(6).  Reference  to  this  work  will  be  made 
later  in  the  course  of  this  presentation. 

The  indication  for  exploratory  laparotomy 
in  this  situation  differs  considerably  from  its 
usual  surgical  indications  (7).  Here  there  are 
no  particular  specific  abdominal  signs  or 
symptoms.  The  exploratory  laparotomy  is 
indicated  on  the  basis  of  previous  experience 
that  has  shown  that  it  can  be  of  diagnostic 
help  in  such  cases. 

At  this  time  we  would  like  to  present  a 
few  cases  in  which  this  use  of  exploratory 
laparotomy  is  illustrated.  These  patients  were 
all  seen  at  the  San  Juan  Veterans  Administra- 
tion Hospital. 
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Case  Reports 

Case  1 . A 52  year  old  colored  male  was 
admitted  on  October  29,  1949  complaining  of 
anorexia,  abdominal  discomfort  and  fever  for 
two  months.  Upon  physical  examination  there 
were  signs  of  left  pleural  effusion  and  ascites. 
The  liver  was  enlarged  with  its  edge  down  4 
cm.  from  the  costal  margin.  Hematocrit  was 
567f.  The  pleural  fluid  cytology  showed  ana- 
plastic malignant  cells,  but  the  bacteriological 
examinations  of  the  pleural  and  ascitic  fluids 
were  negative.  Bone  marrow  and  bronchial 
mucosal  biopsies  were  negative.  Lymph  node 
biopsy  was  non-diagnostic.  A 45  gm.  course 
of  Streptomycin  resulted  in  generalized  im- 
provement and  disappearance  of  the  ascites 
and  pleural  effusion,  but  the  diagnosis  re- 
mained in  doubt.  A gastrointestinal  study  sug- 
gested an  abnormality  of  the  cardia.  An  ex- 
ploratory laparotomy  was  done  on  March  7, 
1950  and  the  diagnosis  of  generalized,  severe, 
tuberculous  peritonitis  was  made.  The  patient 
was  cured  with  the  indicated  treatment. 

Case  2.  A 30  year  old  white  male  was  ad- 
mitted on  March  7,  1951  with  a history  of 
fever,  lassitude,  arthralgias,  malaise  and  fre- 
quent colds  for  six  years.  There  was  no  weight 
los.  Physical  findings  were  normal  except  for 
tachycardia  and  hepatosplenomegaly  of  3 and 
5 cms.  respectively  below  the  costal  margin. 
There  was  a slight  anemia  with  hemoglobin  of 
11.6  gms.  and  a slight  hyperglobulinemia  of 
3.62  gms.  per  100  ml.  A battery  of  diagnostic 
tests,  too  numerous  to  detail  at  this  time,  was 
negative.  Skin,  muscle,  lymph  node  and  bone 
marrow  biopsies  were  not  diagnostic.  After 
several  admissions  with  the  same  problem  and 
after  considerable  thought  and  discussion 
on  the  matter,  an  abdominal  exploration  was 
performed  on  December  4,  1951.  This  procedu- 
re led  to  the  diagnoses  of  Hodgkin’s  disease  of 
the  spleen  and  of  interstitial  pancreatitis.  The 
patient  was  treated  successfully  with  various 
agents  but  eventually  died  several  years  later. 

Case  3 . A 31  year  old  white  man  was  ad- 
mitted on  August  1,  1958  with  fever,  vomit- 


ing, diarrhea,  periumbilical  colicky  pain  and 
25  lbs.  weight  loss  for  two  months.  An  abdo- 
minal mass  was  palpable  below  and  to  the 
right  of  the  umbilicus  and  there  was  clubb- 
ing of  the  fingers.  Bone  marrow  aspiration 
was  non-diagnostic.  Gastrointestinal  series 
and  intravenous  pyelogram  were  negative. 
Abdominal  exploration  on  October  9,  1958  led 
to  the  diagnosis  of  malignant  lymphoma,  pro- 
bably Hodgkin’s  disease. 

There  was  no  hesitation  about  doing  abdo- 
minal exploration  in  this  case  because  of  the 
presence  of  the  abdominal  mass. 

Case  4-  A 25  year  old  male  was  admitted 
on  October  17,  1958  with  a history  of  epigas- 
tric pain,  diarrhea,  23  lbs.  weight  loss,  and 
anorexia  for  seven  months.  Physical  examina- 
tion was  negative  except  for  a left  upper 
quadrant  mass  and  a liver  edge  palpable  4 
cm.  from  the  costal  margin.  The  leukocyte 
count  was  17,050/  cu.  mm.  with  a normal  dif- 
ferential. The  barium  enema  showed  a slight 
extrinsic  pressure  on  the  descending  colon, 
suggesting  the  possibility  of  abscess.  The 
small  bowel  series  showed  changes  in  the 
duodenum  and  proximal  jejunum,  “probably 
due  to  lymphoma”.  The  correct  diagnosis  of 
mesenteric  and  retroperitoneal  lymph  node 
tuberculosis  was  established  at  exploratory 
laparotomy  on  November  27,  1958.  The  patient 
died  several  years  later  from  his  disease. 

Case  5.  A 63  year  old  white  male  was  ad- 
mitted on  September  10,  1959  with  fever  and  ¡ 
arthralgias  of  4 months  duration.  The  physical  | 
examination  was  entirely  normal.  There  was  ; 
a slight  anemia  of  11.4  gms.  Many  laboratory  j 
and  X-Ray  examinations  were  unrewarding.  ; 
A needle  liver  biopsy  showed  fatty  changes 
of  the  liver.  Bone  marrow  and  lymph  node 
biopsies  were  non-diagnostic.  Abdominal  ex-  : 
ploration  was  advised  on  Oct.  1959,  but  the  I 
patient  refused  it.  In  the  meantime  various  ^ 
diagnoses  such  as  rheumatoid  arthritis,  liver 
cirrhosis,  and  subacute  bacterial  endocarditis 
were  considered,  acted  upon,  and  dropped. 
Finally  the  patient  acceded  to  abdominal  ex- 
ploration on  March  16,  1963  and  a surgical  | 
liver  biopsy  showed  a granulomatous  inflam-  ! 
matory  process  of  the  liver.  Differentiating  ¡ 
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studies  of  hepatic  granulomata  were  unre- 
warding. 

This  case  remains  undiagnosed,  but  we  con- 
sider that  the  exploration  helped  in  defining 
an  essentially  benign  process  and  excluding 
several  other  conditions,  the  study  of  which 
would  have  caused  the  patient  excessive  an- 
xiety and  led  to  considerable  additional  ex- 
pense. The  possibility  of  an  etiocholanolone 
mechanism  in  the  etiology  of  this  fever  is 
suspected. 

Case  6 . A A1  year  old  white  male  was  ad- 
mitted on  October  9,  1962  with  fever  and  vague 
abdominal  discomfort  of  16  days  duration.  A 
carcinoma  of  the  oral  mucosa  was  diagnosed 
two  months  previously.  The  hemoglobin  was 
10.9  gms.,  the  leukocyte  count  was  16,900/ cu. 
mm.  and  the  serum  globulin  was  5.9  gms.  per 
100  ml.  Needle  biopsy  of  the  liver  showed  port- 
al fibrosis  and  chronic  inflamation  of  a very 
mild  type.  Bone  marrow  was  non-diagnostic. 
After  an  impressive  array  of  tests  aimed  at 
arriving  at  a definite  conclusion,  exploratory 
laparotomy  was  advised.  Histologic  and  bac- 
teriologic  examinations  of  a surgical  biopsy 
of  the  liver  established  the  diagnosis  of  acti- 
nomycosis of  the  liver.  The  patient  was  treat- 
ed for  this  disease. 

Case  7.  A 48  year  old  white  man  was  ad- 
mitted on  December  17,  1963  with  fever,  leg 
edema,  arthralgias  and  25  lbs.  weight  loss,  for 
one  year.  Physical  examination  showed  pallor, 
ascites,  generalized  lymphadenopathy,  edema 
and  purpura  of  the  legs,  and  splenomegaly. 
The  hemoglobin  was  8 gms.  The  urine  showed 
4 -f  albuminuria  and  was  loaded  with  erythro- 
cytes. The  X-ray  of  the  chest  showed  pleuro- 
pneumonitis  of  both  bases  and  possible  hilar 
adenopathy.  Gastrointestinal  series  was  con- 
sistent with  lymphosarcoma  involving  the  duo- 
denum and  most  of  the  small  bowel.  Lymph 
node  biopsy  showed  reactive  hyperplasia  and 
the  rectal  mucosa  showed  lymphoid  hyperpla- 
sia. An  abdominal  exploration  on  January  27, 
1964  confirmed  the  diagnosis  of  lymphocytic 
lymphoma.  In  spite  of  treatment  the  patient 
died  of  his  disease  on  February  11,  1964. 

Case  8 . A 30  year  old  white  male  was  ad- 
mitted on  May  22,  1964  with  weakness,  anor- 
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exia,  fever,  chills,  and  a 25  lbs.  weight  loss 
for  5 months.  Physical  findings  were  negative 
except  for  epigastric  tenderness  and  shotty 
axillary  lymph  nodes.  Numerous  laboratory 
and  X-ray  examinations  did  not  point  to  a 
definite  diagnosis.  Liver,  bone  marrow,  and 
lymph  node  biopsies  did  not  help  either.  A 
final  diagnosis  of  tuberculosis  of  retroperito- 
neal lymph  nodes  was  made  upon  abdominal 
exploration  on  July  6,  1964. 

Ca.se  9 . A 13  year  old  white  male  was  ad- 
mitted on  July  14,  1964  complaining  of  fever, 
weakness  and  15  lbs.  weight  loss  of  two  months 
duration.  In  1953  he  was  operated  of  an  adeno- 
carcinomatous  polyp  of  the  cecum  and  in  1956 
of  an  adenocarcinomatous  polyp  of  the  sig- 
moid. Physical  findings  were  normal  except 
for  cachexia  and  liver  edge  palpable  3 cms. 
below  the  costal  margin.  Hemoglobin  was  9.2 
grams  and  serum  globulin  was  4.15  gms/100 
ml.  The  alkaline  phosphatase  was  25  S.J.R. 
units.  X-ray  of  the  chest  showed  a mass  in  the 
apex  of  the  right  lower  lobe  and  the  upper 
gastrointestinal  study  showed  an  extrinsic 
pressure  on  the  lesser  curvature  of  the  sto- 
mach by  a mass  of  undetermined  nature.  Bron- 
chial mucosa  and  liver  biopsies  were  negative. 
Exploratory  laparotomy  on  August  11,  1964 
established  the  diagnosis  of  metastatic  adeno- 
carcinoma of  retroperitoneal  lymph  nodes  and 
liver.  The  patient  was  treated  palliatively  with 
radiotherapy  but  died  shortly  trereafter. 

Case  10.  A 49  year  old  white  male  was  ad- 
mitted on  February  26,  1964  with  fever,  chest 
pain,  anorexia,  diarrhea,  20  lbs.  weight  loss, 
cough  and  joint  pains  of  three  months  dura- 
tion. Physical  findings  were  negative  except 
for  a slightly  distended,  doughy  abdomen  and 
clubbing  of  the  fingers.  The  hemoglobin  was 
8.6  gms.  and  the  alkaline  phosphatase  was 
24.9  S.J.R.  units.  The  X-ray  of  the  chest  was 
consistent  with  an  old  right  upper  lobe  tuber- 
culosis. The  small  bowel  series  showed  an  ab- 
normal pattern  favoring  a diagnosis  of  Whip- 
ple’s disease.  This  diagnosis  was  confirmed  at 
abdominal  exploration  on  March  12,  1963.  The 
patient  has  improved  under  the  indicated 
treatment. 
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The  cases  are  summarized  in  table  I.  In 
reviewing  the  table  it  may  be  observed  that 
the  time  elapsed  in  deciding  to  perform 
laparatomy  was  considerably  shorter  in  the 


more  recent  cases  as  the  value  of  this  ap- 
plication of  the  procedure  became  better  ap- 
preciated. 


TABLE  I;  DATA  ON  INDIVIDUAL  CASES 


Case  No. 

Age 

Year 

Organ  biopsies 

Pre-laparotomy 

Interval 

Diagnosis 

1 

52 

1949 

Bone  marrow  1 

Lymph  node  >Non- 

Bronchial  mucosajdiagnostic 
Pleural  fluid: 
anaplastic  malignant 
cells 

4-1/3  mo. 

Tuberculous 

peritonitis 

2 

30 

1951 

Bone  marrow  j 

Lymph  node  ( 

Skin  Í 

Muscle  J 

Non- 

diagnostic 

9 mo. 

Hodgkin’s  disease 

Interstitial 

panereatitis 

3 

31 

1958 

Bone  Marrow 

Non- 

diagnostic 

2-1/3  mo. 

Lymphoma  (Hodgkin’s) 

4 

25 

1958 

None 

1-1/3  mo. 

Lymphatic  tuberculosis 

5 

63 

1959 

Liver:  Fatty  changes 

Bone  marrow:  Normal 

Lymph  node:  Normal 

1-1/2  mo. 
(refused) 
done  1963 

Hepatic  granuloma, 
cause  undetermined 

6 

41 

1962 

Bone  marrow:  Non- 

diagnostic 

Liver:  Portal  fibrosis 

3 mo. 

Actinomycosis,  liver 

7 

48 

1963 

Lymph  node:  Hyperplasia 
Rectal  mucosa:  Lymphoid 
hyperplasia 

1-1/3  mo. 

Lymphocytic  lymphoma 

8 

30 

1964 

Bone  marrow 
Liver 

Lymph  node 

/noo- 

Jdiagnostic 

1-1/2  mo. 

Lymphohematogenous 

tuberculosis 

9 

73 

1964 

Liver  "INon- 

Bronchial  mucosaj  diagnostic 

1 mo. 

Metastatic 

carcinoma 

10 

49 

1964 

Bone  marrow 
Liver 

pon- 
) diagnostic 

17  days 

Whipple’s  disease 

1 
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Discussion 

The  procedures  that  are  customarily  em- 
ployed in  the  study  of  cases  of  fever  are  so 
numerous  that  we  would  not  have  the  time 
to  enter  into  their  description  in  this  pres- 
entation. They  range  from  the  simplest,  lab- 
oratory and  X-ray  examinations  to  special 
studies  for  unusual  pathogenetic  agents  such 
as  fungi,  Leptospira,  Leishmania,  Trypanoso- 
ma, viruses  and  Rickettsia.  Several  of  these 
special  studies  are  available  to  us  at  the 
Veterans  Hospital.  Therefore,  our  observa- 
tions on  the  value  of  exploratory  laparotomy 
in  cases  of  fever  of  undetermined  origin  ap- 
ply to  patients  studied  using  the  facilities  a- 
vailable  to  us. 

It  would  be  worthwhile  to  discuss  in  gen- 
eral the  value  of  certain  procedures  and  the 
possible  place  of  exploratory  laparotomy  in 
the  elucidation  of  the  clinical  problem  of 
fever  of  undetermined  origin.  Blind  biop- 
sies of  easily  accessible  sites  may  be  of  great 
value  in  isolated  cases,  but  often  are  negative 
or  misleading.  Several  of  our  cases  illustrate 
this  point.  The  experience  of  others  is  similar. 
In  a series  of  42  patients  Sheon  and  Van  Om- 
men  (1)  found  that  79  organ  biopsies  were 
of  diagnostic  help  in  only  6 patients.  Five 
scalene  node  biopsies  were  negative  and  only 
two  of  9 cervical  node  biopsies  were  diag- 
nostic. These  authors  performed  14  needle 
liver  biopsies,  all  of  which  were  negative. 
They  concluded  that  this  procedure  should 
be  done  only  in  the  presence  of  large  irregular 
livers  when  other  studies  are  negative.  They 
also  found  that  blind  biopsies  of  other  organs 
usually  do  not  help.  Bone  marrow  aspiration 
'ontributed  to  a diagnosis  in  only  one  of  36 


Laparotomy  in  Diagnosis  of  Fever  193 


instances;  blind  muscle  biopsies  were  also 
usually  negative. 

Another  procedure  that  deserves  comment 
is  the  so-called  therapeutic  trial.  This  is  still 
frequently  used  in  an  attempt  to  arrive  at 
a diagnosis  in  these  cases.  By  and  large, 
it  is  a poor  diagnostic  approach,  no  matter 
if  the  trial  consists  of  antibiotics,  chloro- 
quine  or  alkylating  agents  (1,8,9). 

There  are  perhaps  two  situations  in  which 
a therapeutic  trial  may  be  permissible.  One 
is  in  suspected  sub-acute  bacterial  endo- 
carditis for  the  prevention  of  irreversible 
valvular  damage  and  death  while  waiting 
for  the  bacteriological  reports  of  blood  cul- 
tures. The  other  is  in  suspected  tuberculosis. 
In  this  connection  it  is  important  to  remem- 
ber that  the  fever  responds  in  80%  of  ade- 
quately treated  cases  within  six  days  and  in 
95%  within  three  weeks;  a month  of  ade- 
quate therapy  should  be  an  adequate  trial 
period  for  fever  control  in  the  vast  majority 
of  cases  (8).  If  there  is  a response,  one  is 
committed  to  a full  course  of  treatment  until 
the  diagnosis  is  definitely  ruled  out. 

The  important  thing  to  remember  is  that 
a therapeutic  trial  at  its  best  does  not  make 
a diagnosis.  Even  when  a response  is  obtained 
the  vexing  possibility  remains  that  the  remis- 
sion of  the  fever  may  be  coincidental.  Almost 
invariably,  the  diagnostic  issue  ends  up  befud- 
dled and  confused. 

Compare  the  resulting  situation  with  that 
obtained  when  a sure  diagnosis  is  made 
through  exploratory  laparotomy.  Certainly 
our  experience  and  that  of  others  would  seem 
to  indicate  that  this  is  a preferable  alternative. 
In  our  cases,  a definite  diagnosis  was  es- 
tablished in  all  cases  except  one,  and  in  the 
latter  case  significant  information  was  ob- 
tained. Geraci  and  co-workers  (6)  found 


194 


Volumen  57 
S’úmero  4 


Eli  A.  Ramírez,  M.  D. 


that  through  exploratory  laparotomy  it  was 
possible  to  make  a diagnosis  in  60%  of  their 
cases.  In  20%  there  were  positive  although 
non-specific  findings,  and  in  20%  the  ex- 
ploration was  negative. 

In  our  opinion  the  indication  for  explor- 
atory laparotomy  in  this  situation  is  the  ina- 
bility to  arrive  at  a diagnosis  any  other  way. 
It  has  been  stated  that  if  there  are  abdomi- 
nal signs  such  as  pain,  diarrhea,  melena 
and/  or  abnormal  gastrointestinal  or  genito- 
urinary X-rays,  the  chances  of  identifying 
an  abnormality  upon  exploratory  laparotomy 
are  greater  ( 1 ) . This  is  undoubtedly  true ; 
however,  in  our  small  series,  we  have  several 
patients  who  did  not  have  localizing  ab- 
dominal signs  and  yet  showed  positive  find- 
ings. We  feel  that  in  a patient  with  well 
established  fever  who  also  has  weight  loss, 
anemia  or  an  increased  sedimentation  rate 
and  in  whom  a thorough  history  and  physical 
examination,  laboratory  investigation  for  in- 
fection and  collagen  disease,  and  the  in- 
dicated roentgenographic  examinations  have 
failed  to  make  a diagnosis,  laparotomy  should 
be  seriously  considered. 

In  the  search  for  the  site  of  pathology,  the 
abdominal  cavity  and  its  contents  are  not  as 
amenable  to  direct  examination  as  other  sys- 
tems such  as  the  central  nervous  system,  the 
respiratory  tract  and  the  genitourinary  tract 
(6).  Exploratory  laparotomy  makes  this  cav- 
ity accesible  to  direct  examination  and  under 
modern  surgical  techniques  represents  a 
minimal  hazard  in  all  except  the  most  des- 
perately ill  patients.  From  the  economic  view- 
point, laparotomy  may  result  in  the  saving 
of  time  and  the  expense  of  fruitless  tests. 
From  the  patient’s  viewpoint,  it  may  mean 
relief  of  anxiety,  specific  treatment  and  cure. 
On  the  basis  of  the  experience  that  we  have 


related,  it  would  seem  logical  to  conclude 
that  patients  who  belong  to  the  category 
described  should  be  considered  early  for 
exploratory  laparotomy  with  a more  than 
reasonable  anticipation  of  establishing  the 
correct  diagnosis. 

Summary 

We  have  reviewed  our  experience  with 
the  use  of  exploratory  laparotomy  in  cases  of 
fever  of  undetermined  origin.  We  believe 
that  this  is  a reasonable  approach  to  solve 
the  diagnostic  problem  of  fever  in  patients 
with  anemia,  weight  loss  or  an  increased 
sedimentation  rate,  after  a thorough  history, 
physical  examination,  specific  laboratory 
tests  to  rule  out  infection  and  collagen  dis- 
ease, and  the  indicated  roentgenological  ex- 
aminations have  proved  unrewarding.  It  is 
concluded  that  at  the  cost  of  minimal  risk, 
this  procedure  affords  a good  expectation  of 
diagnostic  success  in  these  particular  cases. 

Resumen 

Hemos  repasado  nuestras  experiencias  en 
el  uso  de  la  laparotomía  exploratoria  en  ca- 
sos de  fiebre  de  origen  desconocido.  Creemos 
que  éste  es  un  procedimiento  razonable  pa- 
ra resolver  el  problema  diagnóstico  de  fiebre 
en  pacientes  con  anemia,  pérdida  de  peso  o 
aumento  en  la  tasa  de  sedimentación  de  he- 
matíes, cuando  tanto  el  historial  como  el 
examen  físico,  las  pruebas  específicas  de  la- 
boratorio para  excluir  infección  o enferme- 
dad del  colágeno,  y los  exámenes  radiológi- 
cos indicados,  han  fracasado  en  establecer 
el  diagnóstico.  Se  concluye  que,  a un  riesgo 
mínimo,  este  procedimiento  ofrece  una  bue- 
na oportunidad  de  establecer  el  diagnóstico 
correcto  en  estos  casos. 
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MANAGEMENT  OF  PATIENTS 
WITH  CHEST  INJURIES 


Jose  H.  Amadeo,  M.D.,  F.A.C.S. 


Trauma  is  the  third  leading  cause  of  death 
in  the  United  States.  Forty-eight  thousand 
men,  women  and  children  lost  their  lives  in 
automobile  accidents  in  1964  — nearly  twice 
as  many  Americans  as  were  killed  in  the 
Korean  War.  Here  in  Puerto  Rico  there  were 
446  fatalities  and  over  17,000  injured  in  traf- 
fic accidents  last  year  ( 1 ) . It  has  been  esti- 
mated that  approximately  25%  of  traffic 
deaths  result  from  chest  injuries  (2). 

Chest  injuries  producing  shock  and  acute 
respiratory  insufficiency  will  rapidly  lead  to 
death  unless  the  immediate  emergency  care 
is  effective.  Yet  the  emergency  management 
of  chest  injuries  does  not  require  a specialist. 
The  majority  of  the  therapeutic  measures 
required  are  simple.  The  placing  of  an  air- 
way, tracheostomy,  administration  of  oxygen 
and  of  blood  or  plasma  expander,  a sandbag 
to  immobilize  a flail  chest,  covering  of  a suck- 
ing wound  with  vaselinized  gauze,  intercostal 
tube  drainage  of  a tension  pneumothorax, 
are  all  easily  within  the  capabilities  of  the 
majority  of  physicians.  Yet  any  of  these  pro- 
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cedures  may  resuscitate  a moribund  patient 
and  gain  time  to  seek  help,  institute  more 
definitive  treatment,  and  transport  the  pa- 
tient when  necessary  to  a place  where  more 
specialized  care  is  available. 

Any  physician  who  is  called  upon  to  treat 
injured  patients  should  be  familiar  with  the 
immediate  management  of  such  patients. 
Basic  knowledge  of  the  physiology  of  respira- 
tion will  enable  any  physician  to  deal  with 
the  problem  of  chest  injuries  effectively. 

Physiology  of  Respiration 

Breathing  has  two  phases,  a mechanical 
and  a physicochemical  phase  (3).  The  me- 
chanical phase  involves  the  movement  of 
adequate  volumes  of  air  in  and  out  of  the 
lungs,  and  the  distribution  of  this  air  to  all 
the  alveoli.  Air  moves  into  the  lungs  pas- 
sively in  response  to  an  increase  in  intra- 
thoracic  volume.  Essential  to  this  process  are ; 

(a)  the  maintenance  of  a negative  or  sub- 
atmospheric  pressure  in  the  pleural  space, 

(b)  the  preservation  of  the  integrity  and 
rigidity  of  the  thoracic  wall,  and  (c)  the 
presence  of  a free  passageway,  a patent  air- 
way. 
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The  physicochemical  phase  involves  the 
diffusion  of  respiratory  gases  across  the  al- 
veolocapillary  membrane,  the  transport  of 
these  gases  by  the  blood,  and  the  perfusion 
of  tissues  at  the  alveoli  and  the  receptor  tis- 
sues. This  phase  of  breathing  is  therefore 
limited  by  the  partial  pressure  of  oxygen  in 
the  alveoli,  the  pulmonary  capillary  flow, 
and  the  physical  status  of  the  membrane. 

Initial  Evaluation  of  Patients  with 
Chest  Injuries 

Occasionally  there  is  time  to  evaluate  the 
patient  and  outline  a course  of  treatment 
based  on  a complete  history  and  physical 
examination.  Many  times,  however,  the  pa- 
tient is  confused  or  unconscious,  and 
moribund,  and  the  physician  must  institute 
immediate  resuscitative  measures  if  the 
patient  is  to  survive.  Under  these  circum- 
stances physical  examination  by  a careful 
physician  can  in  a few  seconds  establish  the 
following  points: 

1.  Severity  of  dyspnea 

2.  Patency  of  airway 

3.  Presence  of  blood  and  mucus  in  the 
tracheobronchial  tree 

4.  Degree  of  shock 

5.  Location  of  wounds 

6.  Presence  of  sucking  wounds  of  the  chest 

7.  Likelihood  of  diaphragmatic  injury  or 
injury  to  intra-abdominal  viscera 

8.  Presence  of  subcutaneous  emphysema 

9.  Paradoxical  motion  of  the  chest  wall  — 
flail  chest 

10.  Signs  of  cardiac  tamponade. 

It  is  well  to  point  out  however,  that  when- 
ever possible,  an  upright  chest  roentgonegram 
should  be  obtained  promptly  and  repeated 
as  often  as  necessary  to  follow  the  patient’s 


course.  Physical  signs,  although  of  great  value, 
especially  under  emergency  conditions,  can 
be  misleading. 

Chest  injuries  may  be  classified  into  two 
broad  categories.  These  are  (a)  crushing  or 
nonpenetrating  injuries,  and  (b)  penetrating 
or  perforating  injuries. 

Crushing  Injuries 

These  are  frequently  associated  with  au- 
tomobile accidents.  They  may  be  deceptive 
because  of  the  lack  of  external  signs  to  indi- 
cate the  severity  of  the  injury.  They  range 
from  simple  bruises  to  fractured  ribs  to  dif- 
fuse injury  to  the  thoracic  wall,  lungs  and 
heart. 

Fractured  ribs:  One  or  more  ribs  may  be 
fractured.  Simple  fractures  of  the  ribs  require 
no  treatment.  If  the  patient  has  severe  pain 
which  restricts  his  respiration  and  makes  him 
unwilling  to  cough  and  clear  his  tracheobron- 
chial tree,  the  most  effective  treatment  is 
blockage  of  the  intercostal  nerves  involved. 
This  is  preferable  to  the  commonly  practiced 
adhesive  strapping.  Intercostal  nerves  are 
blocked  posteriorly  near  the  rib  angle,  where 
the  nerve  reaches  the  subcostal  groove.  Nerve 
block  may  be  repeated  as  often  as  necessary 
but  frequently  one  or  two  blocks  suffice. 

If  the  blow  drives  a rib  fragment  into  the 
lung,  a pneumothorax  may  be  produced.  In 
addition  to  signs  of  air  in  the  pleural  space, 
there  will  be  subcutaneous  emphysema  found. 
A catheter  should  then  be  introduced  into  an 
upper  anterior  interspace  and  connected  to 
underwater  seal.  The  lung  should  promptly 
re-expand.  If  following  re-expansion  the  lung 
again  collapses,  it  suggests  that  a jagged  rib 
fragment  still  points  into  the  pleural  space 
and  lacerates  the  re-expanding  lung.  This 
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then  requires  thoracotomy  for  removal  of 
the  rib  fragment.  An  occasional  complication 
of  fractured  ribs  is  hemothorax.  Since  the 
vessels  in  the  periphery  of  the  lung  are  small 
and  belong  to  the  low  pressure  pulmonary 
system,  rapid  accumulation  of  blood  in  the 
pleural  space  is  indicative  of  bleeding  from 
a torn  intercostal  vessel.  The  blood  should  be 
removed  by  thoracentesis,  and  if  it  reac- 
cumulates promptly,  thoracotomy  and  liga- 
tion of  the  vessel  is  indicated. 

Blunt  chest  trauma  may  produce  contusion 
of  the  lung  and  the  so-called  traumatic  “wet 
lung”.  This  will  be  manifested  by  dyspnea 
and  the  rapid  accumulation  of  blood  and 
mucus  in  the  tracheobronchial  tree.  If  the 
patient  cannot  cough  effectively,  atelectasis 
will  progressively  develop.  Tracheostomy  and 
frequent  tracheal  aspiration,  and  the  ad- 
ministration of  oxygen  and  high  humidity 
will  correct  this.  Rarely  the  contusion  is  so 
severe  that  a positive  pressure  breathing 
device  is  necessary.  In  these  patients  it  is 
important  to  obtain  an  electrocardiogram 
which  may  show  changes  indicative  of  myo- 
cardial contusion  (4).  This  is  treated  by  bed 
rest  until  the  changes  revert  to  normal  and 
rarely  requires  digitalization. 

Fractures  of  one  or  more  ribs,  and  sternal 
fractures,  may  produce  flail  chest.  The 
paradoxical  motion  produces  a profound  im- 
pairment of  ventilation  and  renders  cough 
ineffective.  A localized  area  of  paradoxical 
motion  is  promptly  stabilized  by  the  use  of  a 
sandbag  which  compresses  the  flail  segment. 
This  measure  alone  will  improve  ventilatory 
exchange  markedly.  Once  paradox  is  control- 
led, intercostal  block  should  be  performed  to 
relieve  pain  and  permit  the  patient  to  cough. 
Formerly  some  sort  of  external  traction  with 
wire  or  towel  clips  was  frequently  used.  This 


is  no  longer  necessary  except  perhaps  with 
sternal  fractures.  Tracheostomy  and  the  use 
of  a mechanical  ventilator  are  far  more  ef- 
fective, less  painful,  and  less  likely  to  produce 
complications.  Thoracotomy  is  seldom  re- 
quired. 

An  unusual  complication  of  blunt  chest 
trauma  is  tracheal  or  bronchial  laceration. 
These  are  signaled  by  the  early  appearance 
and  rapid  progression  of  cervical  and  medi- 
astinal emphysema.  Bronchoscopy  will  con- 
firm the  diagnosis.  Incomplete  tracheal  lac- 
erations are  treated  with  simple  tracheosto- 
my. Complete  tracheal  or  bronchial  lacer- 
ations require  operative  repair. 

Case  Report 

A 29  year  old  man  was  brought  to  the  hos- 
pital Nov.  1,  1964  following  an  automobile  ac- 
cident where  he  received  a blunt  blow  to  the 
chest  and  anterior  neck.  He  complained  of 
severe  pain  in  the  neck  and  difficulty  speak- 
ing but  had  no  respiratory  distress.  Suddenly, 
while  in  the  emergency  room,  he  became  dysp- 
neic  and  cyanotic  and  developed  massive  sub- 
cutaneous emphysema  over  the  neck,  chest, 
and  face.  An  inmediate  tracheostomy  was 
performed  at  which  time  the  trachea  was 
found  to  be  completely  transected  between  the 
cricoid  cartilage  and  first  tracheal  ring.  There 
were  absent  breath  sounds  over  the  right 
chest.  He  was  taken  to  the  operating  room 
where  a thoracotomy  tube  was  inserted  and 
attached  to  water  seal  drainage,  to  relieve  a 
right  tension  pneumothorax  (Fig.  1). 

Under  local  anesthesia,  an  endotracheal  tube 
was  inserted  from  above  and  passed  into  the 
distal  tracheal  segment  under  direct  vision. 
General  anesthesia  was  then  administered  and 
a transverse  cervical  incision  performed.  A 
new  tracheostomy  stoma  was  then  fashioned  at 
the  level  of  the  fourth  tracheal  ring  and  sterile 
tubing  used  to  connect  this  to  the  anesthesia 
machine.  In  addition  to  the  transected  trachea, 
multiple  fractures  of'  the  thyroid  and  cricoid 
cartilages  were  found.  These  were  repaired. 
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Fig.  1 . Portable  upright  chest  roentgeno- 
gram. Note  tracheostomy  tube  in  place,  right 
tension  pneumothorax  with  mediastinal  shift, 
and  extensive  subcutaneous  emphysema. 


and  the  trachea  reapproximated.  A tracheos- 
tomy tube  was  left  in  place  and  the  incision 
repaired.  The  patient’s  postoperative  course 
was  uneventful  and  he  was  discharged  recover- 
ed two  weeks  later.  The  tracheostomy  tube  was 
removed  one  month  following  the  injury. 

Comment : Apparently,  complete  separa- 
tion of  the  injured  tracheal  segments  oc- 
curred in  the  emergency  room.  Prompt  tra- 
cheostomy and  relief  of  the  right  tension 
pneumothorax  by  closed  thoracotomy  tube 
drainage  saved  this  patient’s  life.  Definitive 
surgery’  could  have  awaited  transport  of  the 
patient  had  facilities  not  been  available. 

Penetrating  and  Perforating  Injuries 

These  are  chest  wounds  that  either  enter 
or  traverse  the  chest.  Of  urgent  concern  here 


are  the  recognition  and  temporary  covering 
of  sucking  wounds  of  the  chest,  hemorrhage 
and  blood  replacement,  and  re-expansion  of 
the  lung  by  removal  of  air  and  blood  from 
the  pleural  space. 

A sucking  wound  of  the  chest  is  most  readi- 
ly sealed  by  covering  it  with  a sufficiently 
large  piece  of  vaselinized  gauze  to  extend  to 
the  surrounding  skin  edges.  This  prevents  air 
from  entering  the  pleural  cavity  on  inspira- 
tion, but  will  permit  air  under  positive  pres- 
sure to  escape  during  expiration,  coughing 
or  straining.  Next,  an  intercostal  catheter  is 
inserted,  preferably  away  from  the  original 
wound  and  high  anteriorly  on  the  chest  wall, 
and  attached  to  a water-sealed  bottle.  De- 
bridement and  closure  of  the  wound  can  then 
be  performed  later  and  electively. 

Blood  loss  and  degree  of  shock  can  be 
quickly  evaluated  by  noting  color  and  warmth 
of  the  extremities,  fullness  of  peripheral  ar- 
teries and  blood  pressure,  and  degree  of  ve- 
nous filling.  Blood  or  plasma  expander  is  ad- 
ministered and  serial  hematocrits  obtained. 
Whenever  possible,  an  upright  chest  X-ray 
is  obtained.  A thoracentesis  is  then  performed 
and  as  much  blood  and  air  removed  from 
the  pleural  cavity  as  possible.  If  blood  reac- 
cumulates, a thoracotomy  should  be  per- 
formed, but  by  maintaining  an  adequate  cir- 
culating blood  volume,  and  expansion  of  the 
lung,  there  is  usually  time  to  transfer  the 
patient  to  a place  where  specialized  care  is 
available.  Where  an  air  leak  is  present,  lung 
re-expansion  can  be  maintained  by  means  of 
an  intercostal  catheter  attached  to  a water- 
seal  bottle.  A massive  persistent  air  leak  is 
infrequent  and  indicative  of  a bronchial  lac- 
eration and  also  constitutes  an  indication  for 
thoracotomy.  Though  thoracotomy  is  in- 
dicated in  only  10-15%  of  patients  with  pe- 
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netrating  chest  wounds  (5),  persistent  bleed- 
ing is  the  most  frequent  indication. 

Penetrating  and  perforating  wounds  are 
frequently  complicated  by  diaphragmatic  in- 
jury. If  either  the  wound  of  entrance  or  exit 
lies  below  the  fourth  rib,  a thoracoabdominal 
wound  or  perforation  of  the  diaphragm  must 
be  suspected.  Consideration  of  the  position 
of  the  patient  at  the  time  of  injury,  location 
of  the  wound  or  wounds,  and  of  the  missile 
if  present,  will  often  help  determine  if  the 
diaphragm  has  been  perforated.  If  there 
exists  a reasonable  possibility  of  diaphrag- 
matic injury,  and  the  patient’s  condition 
permits,  laparotomy  is  indicated. 

General  Measures 

Tracheostomy  is  a valuable  procedure  for 
patients  with  both  crushing  injuries  and  pe- 
netrating injuries  of  the  chest.  It  diminishes 
dead  space,  decreases  airway  resistance,  pro- 
vides access  to  the  tracheobronchial  tree  for 
aspiration  of  secretions,  and  permits  the  in- 
sertion of  a cuffed  tracheostomy  tube  for 
artificial  positive  pressure  breathing. 

All  of  these  patients  should  be  given  oxy- 
gen and  provided  with  a high  humidity  at- 
mosphere. Humidification  prevents  the  de- 
velopment of  tenaceous  bronchial  secretions 
and  facilitates  the  maintenance  of  a patent 
airway.  It  should  be  remembered  that  a tra- 
cheostomy prevents  humidification  of  inspired 
air,  so  that  these  patients  also  require  fre- 
quent instillation  of  2-3  ml.  of  sterile  saline 
solution  through  the  tracheostomy. 

Summary 

The  mortality  from  thoracic  trauma  can 
be  reduced  considerably  if  the  basic  principles 
of  respiratory  physiology  are  kept  in  mind. 


and  a few  relatively  simple  measures  are 
taken.  All  these  measures  are  designed  to 
preserve  a patent  airway  and  maintain  ex- 
pansion of  the  lungs.  The  emergency  care 
of  the  patient  who  sustains  thoracic  trauma 
does  not  require  a specialist. 

Resumen 

La  mortalidad  debida  al  trauma  al  tórax 
se  puede  reducir  considerablemente  si  se  tie- 
nen en  mente  los  principios  básicos  de  fisio- 
logía respiratoria,  y se  aplican  algunas  me- 
didas simples.  Todas  estas  medidas  tienen 
como  propósito  fundamental  mantener  abier- 
ta la  vía  respiratoria  y la  expansión  de  los 
pulmones.  El  cuido  de  emergencia  de  pa- 
cientes con  trauma  al  tórax  no  requiere  la 
atención  de  un  especialista. 

References 

1.  Figures  obtained  from  the  Commonwealth 
Police  Department,  Division  of  Statistics. 

2.  Conn.  J.  H.,  Hardy,  J.  D.,  Fait,  W.  R. 
and  Netterville,  R.  E.:  Thoracic  trauma: 
Analysis  of  1.022  cases.  J.  Trauma.  3:22 

1963. 

3.  Blair,  E.,  Esmond,  W.  G.,  Attar,  S.;  and 
Cowley,  R.  A.:  The  effect  of  hypothermia 
on  lung  function.  An.  Surg  160  : 814, 

1964. 

4.  Ferraiouli,  E.  B.,  and  Recio^  F.  O.:  Myo- 
cardial contusion  due  to  blunt  chest  trau- 
ma, Bol.  Asoc.  Medica  de  P.  Rico.  54:294, 
1962. 

5.  Worman,  L.  W.,  Narodick,  B.  C.,  and 
Pemberton,  A.  H.:  Treatment  of  chest 
trauma.  Indications  for  thoracotomy,  J. 
Trauma.  2:560,  1962. 


POST-MYOCARDIAL  INFARCTION  SYNDROME 


Félix  E.  Tristani,  M.D. 

Eli  A.  Ramirez,  M.D.,  F.A.C.P. 


The  association  of  pericarditis  and  myo- 
cardial infarction  has  been  known  for  almost 
one  hundred  years.  In  1872  Baumler  (1) 
described  pericarditis  in  three  cases  with  clas- 
sical acute  coronary  occlusion  and  Kerning 
(2)  in  1892  also  drew  attention  to  cases  of 
pericarditis  with  myocardial  infarction.  In 
1956  Dressier  (3)  coined  the  term  post-myo- 
cardial  infarction  syndrome  for  the  complica- 
tion of  acute  myocardial  infarction  that  re- 
sembles the  post-pericardiectomy  syndrome 
and  is  characterized  by  fever,  chest  pain, 
evidence  of  pericarditis,  pleurisy,  pneumon- 
itis, and  a tendency  to  recurrences.  This 
entity  is  often  mistaken  for  recurrent  myo- 
cardial infarction  or  pulmonary  embolism. 

It  is  our  purpose  to  present  some  cases 
illustrative  of  this  syndrome  and  discuss  its 
clinical  characteristics  and  possible  etiologic 
factors. 


From  the  Medical  Service,  Veterans  Adminis- 
tration Hospital,  San  Juan,  P.R.,  and  the 
Department  of  Medicine,  University  of  Puerto 
Rico  School  of  Medicine,  San  Juan,  Puerto 
Rico. 

Presented  in  part  at  the  60ih  Annual  Meeting 
of  the  Puerto  Rico  Medical  Association,  No- 
vember, 1963. 


Case  Reports 

Case  J.  A 67  year  old  white  male  who  had 
diabetes  mellitus,  arteriosclerotic  heart  disease 
manifested  by  angina  and  old  myocardial  in- 
farction and  arteriosclerosis  obliterans  was 
admitted  on  December  8,  1963  to  this  hospital 
complaining  of  chest  pain.  On  the  day  prior 
to  admission  the  patient  developed  severe  sub- 
sternal  pain  radiating  to  the  neck  which  was 
not  relieved  by  nitroglycerine  and  was  ac- 
companied by  nausea  and  vomiting.  The  pain 
persisted  and  the  patient  reported  to  the 
Emergency  Room.  Examination  revealed  a 
blood  pressure  of  100/70  mmHg,  a temperatu- 
re of  99*?F  and  a heart  rate  of  100  per  minute. 
The  lung  fields  were  clear.  The  apex  of  the 
heart  was  at  the  sixth  left  intercostal  space 
at  the  mid-clavicular  line  and  no  murmurs 
were  detected.  A pericardial  friction  rub  was 
audible  over  the  second  and  third  intercostal 
space  in  the  left  parasternal  border.  The  liver 
not  palpable.  There  was  a transmetatarsal 
amputation  of  the  right  root.  The  distal  third 
of  the  right  leg  was  red,  hot,  and  tender.  Both 
legs  showed  slight  edema. 

The  urine  had  a trace  of  albumin,  occasional 
pus  cells  and  was  loaded  with  bacteria.  A 
urine  culture  grew  Proteus  mirabilis.  The 
hemoglobin  was  13.2  g%  and  the  leukocyte 
count  14,000  cells  per  cu.mm  with  79%  neu- 
trophiles,  2%  metamyelocytes,  10%  bands,  and 
9%  lymphocytes.  The  erythrocyte  sedimenta- 
tion rate  (Wintrobe)  was  21mm  per  hour. 
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The  lactic  acid  dehydrogenase  was  830  units. 
Serial  electrocardiograms  were  compatible 
with  acute  diaphragmatic  myocardial  infarc- 
tion. 

The  pericardial  friction  rub  disappeared 
after  the  second  hospital  day.  Anticoagulants 
were  not  given.  The  temperature  ranged 
from  99.6  to  101.3°F  but  returned  to  normal 
after  one  week  of  treatment  with  tetracycline 
for  the  urinary  tract  infection  and  cellulitis. 

The  patient  was  discharged  improved  on 
the  34th  hospital  day.  He  was  readmitted  8 
days  later  when  he  developed  a sharp,  op- 
presive  pain  over  the  upper  portion  of  the 
sternum  aggravated  by  coughing,  breathing, 
swallowing  or  assuming  the  supine  position, 
and  alleviated  by  bending  forward.  Examina- 
tion showed  a temperature  of  lOObF  and  a 
pulse  of  100  beats  per  minute.  There  were 
absent  breath  sounds  and  dullness  to  percus- 
sion at  the  left  lung  base  posteriorly.  The 
heart  was  enlarged.  No  friction  rub  was  heard. 

Serial  serum  glutamic  oxaloacetic  trans- 
amminase  (SCOT),  lactic  dehydrogenase 
(LDH)  and  leukocyte  count  were  normal.  The 
erythrocyte  sedimentation  rate  was  elevated. 
A pericardial  friction  rub  was  heard  four 


Fig.  1.  Case  1.  An  increase  in  the  cardiac 
silhouette  suggestive  of  pericardial  effusion 
and  bilateral  pleural  effusion  are  evident  in 
the  film  of  January  23,  1963  when  compared 
with  that  of  December  19.  Following  treat- 
ment (Feb.  5)  the  cardiac  silhouette  returned 
to  its  previous  size  and  the  pleural  reaction 
subsided. 
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days  after  admission  and  serial  X-rays  dem- 
onstrated a progressive  increase  in  the  cardiac 
silhouette  (Fig.  1).  Ten  days  after  admis- 
sion a pericardial  paracentesis  was  done  ob- 
taining sero-sanguineous  fluid  that  contained 
5.25  g%  of  protein.  Culture  of  the  fluid  for 
tubercle  bacili,  fungi,  and  bacteria  yielded  no 
growth.  Since  the  fever  and  chest  pain  persist- 
ed and  bilateral  pleural  effusion  had  appeared, 
prednisone  was  started  in  a daily  dose  of 
sixty  miligrams.  The  temperature  returned 
to  normal  the  chest  pain  and  friction  rub  dis- 
appeared, and  the  cardiac  silhouette  decreas- 
ed in  size  and  returned  to  normal  two  weeks 
after  institution  of  steroids.  After  seven  weeks 
the  dose  of  prednisone  was  tapered  off  and 
discontinued  without  recurrence. 

Case  2.  A 48  year  old  white  male  developed 
severe  substernal  chest  pain  on  February  19, 
1963  requiring  hospitalization  at  a private 
hospital.  There  he  was  found  to  have  fever, 
leukocytosis,  elevated  SCOT  and  sedimenta- 
tion rate,  as  well  as  electrocardiographic  evi- 
dence of  an  acute  diaphragmatic  myocardial 
infarction.  The  patient  received  anticoagulants. 
On  March  1,  1963  he  was  transferred  to  this 
hospital.  Examination  and  laboratory  tests 
were  normal  except  for  the  electrocardiogram 
which  showed  a subacute  diaphragmatic  myo- 
cardial infarction  (Fig.  2).  The  patient  was 
discharged  on  bishydroxycoumarin  therapy  on 
March  20,  1963. 

On  March  1,  1963  he  was  transferred  to  this 
this  hospital  complaining  of  oppressive  retro- 
sternal pain  radiating  to  the  shoulders  and 
aggravated  by  breathing.  Physical  examina- 
tion revealed  an  apprehensive  patient  with  a 
blood  presure  of  110/80,  a heart  rate  of  96 
per  minute  and  a temperature  of  98.2*?F.  The 
lungs  were  clear,  the  heart  sounds  were  of 
good  quality  and  there  were  no  murmurs. 
The  heart  was  enlarged  to  percussion.  The 
liver  was  not  palpable  and  the  legs  were  free 
of  edema.  The  urine  was  normal.  The  hemo- 
globin was  13.9  g%  and  the  leukocytes  12,350 
cells  per  cu.mm,  with  59%  neutrophiles,  29% 
lymphocytes,  8%  monocytes,  and  4%  eosino- 
philes.  The  sedimentation  rate  (Wintrobe) 
was  12  mm  per  hour  and  serial  SCOT  deter- 
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Fig.  2.  Case  2.  The  EGG  during  the  first 
admission  (April  1,  1963)  shows  a subacute 
inferior  myocardial  infarction.  The  tracing  of 
May  31  reveals  a decrease  in  the  QRS  voltage 
and  minor  ST-T  changes.  On  June  10  the 
QRS  voltage  has  returned  to  normal  and  the 
T waves  are  flat  or  inverted.  These  changes 
are  compatible  with  pericarditis. 


minations  were  normal.  Chest  x-ray  on  admis- 
sion was  normal.  The  electrocardiogram  show- 
ed a subacute  diaphragmatic  myocardial  in- 
farction. 

The  chest  pain  continued.  The  patient  later 
developed  fever  and  bilateral  basal  rales.  The 
chest  x-ray  demonstrated  an  increase  in  the 
cardiac  silhouette  and  slight  bilateral  pleural 
effusion  (Fig.  3).  The  patient  was  thought 
to  be  in  congestive  heart  failure  and  was  di- 
gitalized. On  the  eleventh  hospital  day  a peri- 
cardial friction  rub  was  heard.  Subsequent 
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Fig.  3.  Case  2.  The  chest  x-ray  on  March 
19,  1963  is  normal.  Film  taken  two  weeks  after 
admission  (May  14)  shows  an  increase  in  the 
cardiac  silhouette  and  pleural  effusion.  June 
10  all  abnormalities  have  cleared. 


electrocardiograms  showed  lowering  of  the 
QRS  voltage  over  the  precordium  and  ST-T  . 
changes  (Fig.  3).  The  sedimentation  rate  was  ( 
44  mm  per  hour  and  the  C-reactive  protein  I 
was  4 plus.  Prednisone  in  a dose  of  20mg  daily  '| 
was  given  with  improvement  in  the  pain  and 
disappearance  of  the  rub.  However,  the  pa- 
tient continued  febrile  and  developed  a recur-  ' 
ence  of  pain  which  improved  upon  increasing 
the  dose  of  steroids. 

The  patient  was  given  convalescent  leave 
but  returned  on  May  30,  1963  (3  days  later) 
with  severe  chest  pain  and  fever.  This  respond- 
ed to  a further  increase  in  dose  of  pred- 
nisone to  50mg  daily.  This  was  slowly  taper- 
ed off  and  was  discontinued  by  mid-July  with- 
out recurrence  of  symptoms. 

Case  3.  A 47  year  old  white  male  was  ad- 
mitted to  this  hospital  on  June  27,  1961  com- 
plaining of  oppressive,  burning,  retrosternal  ' 
pain  radiating  to  the  neck  and  jaw  and  ac- 
companied by  shortness  of  breath  for  two  ’ 
days.  Physical  examination  revealed  a mod- 
erately obese  male  with  a blood  pressure  of 
134/86,  a heart  rate  of  100  per  minute,  and 
a temperature  of  999F.  The  lungs, were  clear. 
The  left  heart  border  was  found  to  be  two 
centimeters  to  the  left  of  the  mid-clavicular 
line.  There  were  no  rubs  or  murmurs.  The  i 
liver  was  not  palpable.  i 

The  urine  was  normal.  The  leukocyte  count 
was  10,000  cells  per  cu.mm,  with  68%  neutro- 
philes,  3%  bands,  27%  lymphocytes  and  2 
eosinophiles.  He  had  a hemoglobin  of  12.8  g%, 
a C-reactive  protein  of  3 plus  and  a normal 
SCOT.  The  initial  electrocardiogram  showed 
a Q wave  in  lead  III  and  a small  Q wave  in 
AVF  not  present  previously  (Fig.  4). 

The  patient  initially  was  thought  to  have  ' 
a myocardial  infarction.  On  the  second  hos- 
pital day  he  developed  severe  chest  pain  fol- 
lowed by  peripheral  vascular  collapse  requir- 
ing vasopressors  and  digitalization.  He  im-  1 
proved  but  continued  with  chest  pain  and  be-  j 
came  febrile.  On  the  fourth  hospital  day  a peri-  , 
cardial  friction  rub  was  heard.  A chest  x-ray  ! 
showed  an  increase  in  heart  size  and  pleuro-  Í 
pneumonitis  of  the  left  base  (Fig.  5).  Serial 
electrocardiograms  revealed  changes  consistent 
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Fig.  U.  Case  3.  The  ECG  of  June  30  shows 
a Q in  leads  III  and  AVF  strongly  suggestive 
of  a diaphragmatic  myocardial  infarction.  On 
July  5 there  are  diffuse  ST  changes  compati- 
ble with  pericarditis.  The  subsequent  tracings 
show  the  characteristic  evolution  of  the  ST-T 
changes  in  pericarditis.  On  October  31  the 
electrocardiogram  is  normal  and  the  Q in  leads 
III  and  AVF  is  no  longer  present. 


with  pericarditis  (Fig.  4).  Two  weeks  after 
admission  the  patient  became  afebrile.  Four 
weeks  later  he  developed  a recurrence  of  chest 
pain,  fever  tachycardia  and  increase  in  the 
cardiac  silhouette  (Fig.  5).  These  findings 
persisted  for  one  week  and  subsided  sponta- 
neously. Studies  for  group  B Coxsackie  virus- 
es and  blood  cultures  were  negative.  The  pa- 
tient was  dischárged  on  the  48th  hospital  day. 

Two  weeks  later  the  patient  was  readmit- 
ted with  the  same  symptoms.  The  sedimenta- 
tion rate  was  elevated  and  the  C-reactive 
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protein  was  4 plus.  The  patient  improved 
somewhat  and  the  sedimentation  rate  and  C- 
reactive  protein  became  normal.  He  has  con- 
tinued to  complain  of  intermittent  episodes  of 
chest  pain  without  positive  objective  findings 
or  abnormal  laboratory  tests. 

Discussion 

Cases  1 and  2 had  an  acute  myocardial  in- 
farction followed  six  and  ten  weeks  later, 
respectively,  by  recurrence  of  a similar  pain 
accompanied  by  fever,  pleural  and  pericardial 
effusion,  a pericardial  friction  rub,  an  elevat- 
ed sedimentation  rate  and  C-reative  protein. 
Both  patients  were  initially  thought  to  have 
a recurrence  of  myocardial  infarction  or  pul- 
monary infarction,  and  the  second  case  was 
thought  to  be  in  heart  failure  as  well.  Serial 
chest  roentgenograms  showed  a progressive 
increase  in  heart  size.  Both  patients  respond- 
ed to  treatment  with  adequate  dose  of  cor- 
ticosteroids. 

Case  3 had  suffered  from  coronary  artery 
disease  and  developed  an  episode  of  chest 
pain  and  shock  followed  by  a recurrent  illness 
characterized  by  fever,  pericarditis  with  ef- 
fusion, pleuropneumonitis,  and  elevated  sed- 
imentation rate.  Whether  the  initial  episode 
represented  an  acute  coronary  occlusion  or 
not  could  not  be  definitely  established.  Ho- 
wever, there  seems  to  be  a relationship  bet- 
ween the  patient’s  arteriosclerotic  heart  dis- 
ease and  the  subsequent  developments.  The 
clinical  picture  had  all  the  characteristic 
features  of  the  post-rnyocardial  infarction 
syndrome.  It  has  been  emphasized  by  Fried- 
berg  (4)  that  occasionally  none  of  the  usual 
symptoms  of  myocardial  infarction  are  pres- 
ent and  the  first  conspicuous  symptom  of  the 
myocardial  infarction  is  a complication  whose 
relation  to  the  infarct  may  not  be  recognized. 


or\íZ  i'oiutnrn  37 
Xúmero  / 


Félix  E.  Tristani,  M.  D. 


* 


Fig.  5.  Case  3.  The  chest  x-ray  of  July 
5,  1961  shows  enlargement  of  the  cardiac  shad- 
ow suggestive  of  pericardial  effusion.  On  July 
20  there  has  been  a decrease  in  the  cardio- 
megaly  but  at  this  time  left  sided  pleural  ef- 


The  post-inyocardial  infarction  syndrome 
has  been  estimated  to  complicate  3-4%  of 
all  cases  of  acute  myocardial  infarction  (5). 
It  may  occur  one  week  to  several  months 
after  the  coronary  occlusion.  It  is  manifested 
by  fever,  pericarditis  with  effusion,  pleuritis 
with  small  amount  of  effusion,  and  occasion- 
ally, by  a linear  patchy  pneumonitis.  The 
exudates  and  infiltrations  may  be  hemorrha- 
gic even*  in  the  absence  of  anticoagulant  ther- 


fusion is  present.  On  July  27  there  is  again 
an  increase  in  the  cardiomegaly  and  the  pleur- 
al effusion  is  more  prominent.  All  these  chan- 
ges reverted  to  normal  as  shown  in  the  film 
of  Nov.  2 


apy.  The  chest  pain  is  of  the  pleuropericardial 
type.  Its  intensity  varies  from  crushing  and 
agonizing  to  dull  and  is  usually  localized  to  | 
the  substernal  or  precordial  region.  It  may 
last  a few  hours  to  weeks.  The  fever  pattern  | 
varies  but  in  general  the  temperature  rises  | 
to  101°F  and  remains  elevated  for  weeks. 
Thus,  the  fever  is  higher  and  lasts  longer  ^ 
than  in  uncomplicated  myocardial  infarction.  | 
The  laboratory  findings  usually  consist  of  r 
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elevated  sedimentation  rate,  mild  leukocytosis 
with  neutrophilia  and  positive  C-reactive 
protein.  These  findings  persist  for  weeks  in 
contrast  to  the  short  lasting  changes  in  acute 
myocardial  infarction.  Of  great  importance 
is  the  fact  that  the  transaminases  are  normal. 
Serial  chest  x-rays  reveal  enlargement  of  the 
cardiac  shadow.  In  approximately  half  the 
cases  the  electrocardiographic  changes  of 
pericarditis  are  present. 

The  etiology  of  this  syndrome  is  not  well 
known.  All  studies  for  bacteria,  fungi,  viruses 
and  tubercle  bacilli  have  been  negative.  The 
clinical  and  laboratory  picture  resembles  very 
closely  the  post-pericariotomy  syndrome.  Like 
in  the  latter  there  is  a tendency  to  recurrences 
and  there  is  a delay  from  the  initiating  factor 
to  the  onset  of  symptomatology.  This  latter 
characteristic  suggests  sensitization  by  anti- 
gens resulting  from  myocardial  necrosis. 

During  the  last  few  years  evidence  has  ac- 
cumulated that  cardiac  tissue  may  give  rise 
to  the  production  of  auto-antibodies  (6) . 
Changes  in  the  heart  tissue  must  first  take 
place;  for  example,  by  the  Streptococcus  in 
rheumatic  heart  disease  and  by  cardiac  nec- 
rosis in  the  postmyocardial  infarction  syn- 
drome. The  antigenic  properties  of  diseased 
heart  muscle  have  been  demonstrated  also 
in  primary  myocardial  disease  by  the  use  of 
fluorescein  tagged  anti-heart  antibodies  (7). 

Van  der  Geld  (8)  detected  anti-heart 
antibodies  in  8 out  of  14  patients  with  the 
postmyocardial  infarction  syndrome.  In  gen- 
eral, circulating  anti-heart  antibodies  were 
detected  only  when  symptoms  were  manifest. 
However,  moderate  to  high  titers  were  present 
also  in  the  sera  of  three  patients  who  did  not 
develop  the  postmyocardial  infarction  syn- 
drome after  an  acute  myocardial  infarction. 


A case  has  been  reported  in  which  heart 
specific  antibodies  did  not  disappear  until 
four  years  after  the  patient  had  been  free  of 
attacks  (9) . 

A localized  fibrinous  pericarditis  is  found 
post-mortem  in  25-32%  of  patients  who  die 
of  myocardial  infarction  (3).  This  is  due  to 
extension  of  the  infarction  to  the  subepicar- 
dial surface.  Clinically,  there  is  a fleeting 
pericardial  friction  rub  audible  during  the 
second  to  fourth  day  of  illness.  Pericardial 
effusion  with  acute  episodes  of  myocardial 
infarction  is  extremely  rare  (10).  In  other 
words,  the  pericarditis  is  a relatively  insignif- 
icant feature  of  acute  myocardial  infarction 
while  it  is  the  major  feature  of  the  post-myo- 
cardial infarction  syndrome.  The  persistence 
of  a pericardial  friction  rub,  or  its  initial 
appearance  or  recurrence  after  the  first  week, 
or  the  demonstration  of  pericardial  effusion 
should  suggest  that  the  initial  diagnosis  of 
myocardial  infarction  is  not  correct  or  that 
a complication  has  developed  (11). 

In  some  instances  the  myocardial  infarc- 
tion may  have  been  manifested  by  mild  symp- 
toms or  may  even  be  a “silent  coronary”  as 
shown  by  Dressier  in  five  cases,  some  of 
which  were  documented  with  autopsy  ma- 
terial (12).  If  the  initiating  episode  is  not 
recognized  as  a myocardial  infarction,  the 
syndrome  may  be  confused  with  idiopathic 
pericarditis. 

The  post-myocardial  infarction  syndrome 
has  to  be  primarily  differentiated  from  recur- 
rence or  extension  of  the  myocardial  infarc- 
tion, congestive  heart  failure  and  pulmonary 
embolism,  .'\mong  other  entities  that  enter 
into  the  differential  diagnosis  are  hemoperi- 
cardium  due  to  anticoagulant  therapy,  dis- 
secting aneurysm  with  pericardial  and  pleural 
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effusion,  serum  sickness,  systemic  lupus  ery- 
thematosus, carcinomatosis,  and  idiopathic 
pericarditis. 

It  is  of  great  importance  to  diagnose  this 
syndrome  correctly  since  it  is  a relatively 
benign  self-limiting  condition  not  carrying 
the  grave  prognosis  of  other  complications 
of  myocardial  infarction.  In  addition,  anti- 
coagulants are  contraindicated  because  they 
may  produce  hemopericardium  with  cardiac 
tamponade  and  death. 

Treatment  consists  of  reassurance  and  anal- 
gesics. If  symptoms  are  unduly  prolonged,  if 
intractable  pain  is  present,  or  if  the  pneumo- 
nitis produces  a stormy  course  the  adminis- 
tration of  corticosteroids  will  produce  dra- 
matic improvement. 

Summary 

Three  cases  of  post  myocardial  infarction 
syndrome  who  exhibited  the  typical  features 
of  fever,  chest  pain,  pericarditis,  pleuritis,  and 
tendency  to  recurrences  have  been  presented. 
A good  response  to  prednisone  was  shown 
by  the  two  cases  so  treated.  The  important 
laboratory  findings  consisted  of  elevated 
C-reactive  protein  and  erythrocyte  sedimenta- 
tion rate  with  normal  transaminases.  Serial 
chest  x-rays  showed  variations  in  the  cardiac 
silhouette  in  accord  with  the  clinical  remis- 
sions and  exacerbations.  It  is  possible  that 
sensitization  by  antigens  resulting  from  myo- 
cardial necrosis  play  an  important  etiologic 
role.  The  benign  self-  limiting  nature  of  the 
post  myocardial  infarction  syndrome  is  em- 
phasized. 

Resumen 

Se  describen  tres  casos  del  síndrome  post- 
infarto del  miocardio  los  cuales  presentaron 


un  cuadro  clínico  caracterizado  por  fiebre, 
dolor  precordial,  pericarditis,  pleuritis  y ten- 
dencia a la  recurrencia.  Los  dos  casos  que 
recibieron  tratamiento  con  prednisona  res- 
pondieron satisfactoriamente.  Los  hallazgos 
de  laboratorio  más  demostrativos  fueron  la 
proteína  C-reactiva  y velocidad  de  sedimen- 
tación celular  con  transaminasas  normales. 
Radiografías  de  pecho  repetidas  presentaron 
cambios  en  la  silueta  cardíaca  que  siguieron 
a la  par  con  la  clínica.  Se  postula  como  fac- 
tor etiológico  importante  la  sensitización  a 
los  antígenos  derivados  de  la  necrosis  del 
miocardio.  Se  enfatiza  la  benignidad  de  es- 
ta entidad  clínica. 
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ION  i:\cii  WOE 
CIIKOM  ATOGKA  PHY 
IN  THE  SEPAKATION  OF 
CIKCUMOVAL  PRECIPITINS 


A previous  communication  from  this  labo- 
ratory reported  the  detection  of  circumoval 
precipitins  by  the  fluorescent  antibody  tech- 
nic ( 1 ) . Preparation  of  globulins  for  con- 
jugation with  fluorescein  was  performed  by 
the  established  ammonium  sulfate  precipita- 
tion procedure,  followed  by  removal  of  the 
ammonium  sulfate  by  exhaustive  dialysis 
against  physiological  saline  solution.  The 
overall  procedure  consumed  from  forty-eight 
hours  to  several  days,  and  required  the  use 
of  refrigerated  laboratory  equipment. 

A simplified  procedure  has  been  developed 
for  isolation  of  the  globulin  fraction  contain- 
ing the  circumoval  antibodies  from  sera  of 
patients  infected  with  Schistosoma  mansoni. 
7’he  procedure,  which  is  an  adaptation  to 
the  DEAE-Sephadex* *  ion  exchange  chro- 
matography method  ( 2 ) , has  resulted  in  the 
rapid  separation  of  immune  globulins;  it  can 
be  accomplished  within  an  hour,  and  does 

From  the  General  Medical  Research  Labora- 
tory, Veterans  Administration  Hospital,  San 
Juan,  Puerto  Rico. 

*Diethyl  amino  ethyl  ether  of  Sephadex; 
anion  exchanger  manufactured  by  Pharmacia, 
Uppsala,  Sweden. 
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not  require  the  use  of  special  laboratory 
equipment. 

Materials  and  Methods 

DEAE-Sephadex  A-50  was  suspended  in 
0.01  M phosphate  buffered  saline  pH  7.5.  This 
suspension  was  used  to  fill  a 50  ml  glass 
hypodermic  syringe  column  containing  a filter 
paper  disc  at  the  bottom,  and  prepared  by 
adapting  a rubber  tube  with  a clamp  at  the 
tip  of  the  syringe.  No  other  treatment  was 
applied,  except  that  the  gel  was  washed  re- 
peatedly with  the  phosphate  buffered  saline 
until  the  particles  became  well  packed  and  the 
eluted  solution  had  the  same  pH  as  the  buffer. 
A filter  paper  disc  was  placed  on  top  of  the 
gel  to  prevent  disturbing  the  gel  column  when 
the  sample  was  applied. 

Sera  were  obtained  from  humans  infected 
with  Schistosoma  mansoni  which  were  positive 
for  circumoval  precipitins  (COP)  (3).  Eight 
ml  volumes  were  applied  to  the  column  and 
dropwise  addition  of  eluting  buffer  (phos- 
phate buffered  saline  pH  7.5)  started  im- 
mediately after  the  last  drops  of  serum  had 
just  cleared  the  top  of  the  gel  column. 

Seven  equal  protein-containing  volumes 
were  collected  (volumes  1 through  7).  Paper 
electrophoresis,  circumoval  precipitin  test,  and 
indirect  fluorescent  COP  test  were  perform- 
ed on  each  volume. 
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All  volumes  were  pooled,  total  protein  deter- 
mined, and  the  globulins  tagged  with  fluores- 
cein isothiocyanate,  using  the  method  describ- 
ed by  Marshall  (4).  Excess  unconjugated  flu- 
orescein was  removed  from  the  preparation 
by  the  gel  filtration  technic  as  described  by 
Killander  (5).  A 20  ml  hypodermic  syringe 
with  Sephadex  G-25  suspended  in  phosphate 
buffered  saline  pH  7.5  was  used  as  a column. 
The  tagged  globulins  were  collected  within  the 
first  ten  minutes,  leaving  the  excess  fluores- 
cein in  the  column.  The  conjugated  globulins 
were  then  concentrated  by  lyophilization  and 
reconstituted  in  small  volumes. 

Eggs  of  Schistosoma  mansord  were  obtain- 
ed from  livers  of  infected  mice  using  the  tis- 
sue digestion  technic  described  by  Toro-Goyco, 
et  al.  (6),  and  then  incubated  with  aliquot 
portions  of  the  conjugated  globulins. 

Results 

Seven-protein  containing  volumes  were 
obtained  after  column  chromatography  of 
human  serum  through  DEAE  - Sephadex 
A-50.  Volumes  1 through  7 were  collected  at 
intervals  of  six  to  seven  minutes.  Each  volume 
consisted  of  4.5  to  5.0  ml. 

Electrophoretic  patterns  indicated  the  pres- 
ence of  gamma  globulin  alone  in  volumes 
1 and  7.  Volumes  2 through  6 had  mixtures 
of  gamma  and  beta  globulins.  A strong  pos- 
itive circumoval  test  was  observed  when  the 
schistosome  eggs  were  incubated  with  each 
of  the  seven  volumes.  The  direct  and  indirect 
fluorescent  circumoval  precipitin  tests  were 
positive  with  marked  fluorescence  of  the 
precipitates  around  the  eggs  (Figure  1).  Use 
of  conjugated  globulins  to  react  with  schisto- 
some eggs  by  the  fluorescent  circumoval 
precipitin  test  resulted  in  a more  sensitive 
technic  as  compared  with  results  observed 
when  eggs  were  incubated  in  whole  immune 
sera  ( 1 ) . 
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Fig.  1 — Fluorescent  circumoval  precipitin 
reaction  using  globulins  isolated  by  DEAE- 
Sephadex  A-50.  Direct  Method.  Strong  reac- 
tion (4-)-)  observed  under  fluorescent  light 
and  dark  field  condenser.  210X. 

Discussion 

The  DEAE-Sephadex  A-50  technic  em- 
ployed to  separate  seium  globulins  definitely 
shows  advantages  over  other  methods  used 
for  the  same  purpose,  since  under  the  condi- 
tions utilized  in  the  present  procedure  all 
serum  proteins,  except  the  beta  and  gamma 
globulins,  are  adsorbed  to  the  DEAE-Sepha- 
dex, allowing  the  rapid  separation  of  the 
antibody  containing  globulins. 

The  usual  procedure  for  separation  of 
serum  proteins  using  DEAE-Sephadex,  as 
recommended  by  the  manufacturers  (2) , calls 
for  an  elaborate  preparation  of  the  gel  par- 
ticles, involving  various  washings  with  acid 
alternating  with  washings  with  water  and 
base,  prior  to  the  actual  suspension  in  the 
working  buffer  (phosphate  buffer  pH  6.6). 

Preliminary  work  by  us  utilizing  this  pro- 
cedure resulted  in  globulin  fractions  emerging 
at  a pH  which  apparently  inhibited  the  cir- 
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cunioval  reaction.  Because  of  these  difficulties 
in  obtaining  fractions  which  could  be  useful 
for  immune  reactions  we  modified  the  origi- 
nal procedure  until  the  present  one  step  pro- 
cedure was  developed. 

The  simple  equipment  and  reagents  re- 
quired by  the  method  described  (syringe, 
DEAE  - Sephadex,  phosphate  buffered  sa- 
line) makes  it  adaptable  to  any  laboratory. 
The  gentle  treatment  to  which  proteins  are 
exposed  for  their  isolation  makes  this  method 
very  convenient. 

This  study  has  had  as  objective  the  separa- 
tion of  globulins  for  the  performance  of  the 
fluorescent  antibody  technic,  but  no  doubt 
the  separation  of  globulins  could  be  used  to 
advantage  with  any  other  type  of  immune 
reaction. 

Summary 

A simplified  procedure  has  been  develop- 
ed for  the  isolation  of  the  protein  fraction 
containing  the  circumoval  precipitin  anti- 
bodies from  the  serum  of  patients  infected 
with  Schistosoma  mansoni.  The  procedure 
is  eight  to  ten  times  faster  than  other  proce- 
dures previously  used  and  makes  unneces- 
sary the  use  of  special  laboratory  facilities. 
The  globulins  obtained  have  been  utilized 
for  the  performance  of  the  fluorescent  cir- 
cumoval precipitin  technic. 


quiere  equipo  especial.  Las  globulinas  obte- 
nidas se  han  usado  en  la  técnica  de  anti- 
cuerpos fluorescentes  en  la  prueba  circum- 
oval. 
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Resumen 

Se  ha  desarrollado  un  método  sencillo  pa- 
ra aislar  la  fracción  del  suero  de  pacientes 
infectados  con  Schistosoma  mansoni  que 
contiene  los  anticuerpos  circumovales.  El 
procedimiento  es  de  ocho  a diez  veces  más 
rápido  que  los  métodos  que  se  usaban  ante- 
riormente y tiene  la  ventaja  de  que  no  re- 
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Clinical  Abstract 

Reg.  No.  012947. 

A 43  -year  old  white  male  painter  was  ad- 
mitted on  September  6,  1964  with  com- 
plaints of  high  fever,  diarrhea  and  vomit- 
ing of  one  day  duration.  The  patient  had 
been  in  good  health  until  3 months  prior 
to  admission  when  he  developed  earache, 
itching  and  suppuration  of  his  ear  canals. 
One  to  two  months  prior  to  admission  he 
developed  frequent  episodes  of  “chronic 
sinusitis”  and  fever  for  which  he  visited  a 
physician  on  several  occasions  and  received 
treatment  with  “sulfa  drugs”.  The  patient 
apparently  continued  with  malaise.  One 
week  riqr  to  admission  he  developed  fever, 
cough,  upper  respiratory  symptoms  and 
headache.  The  fever  lasted  for  only  three 
days  after  which  he  remained  weak.  The 
day  before  admission  he  had  sudden  onset 
of  body  aches,  high  fever,  vomiting  and  a 
severe  watery  diarrhea.  He  had  episodes  of 
stupor  alternating  with  marked  restlesness. 

Past  history  revealed  that  the  patient  had 
suffered  from  frequent  headaches  for  many 
years.  In  1945  upon  return  from  Germany 


he  developed  fever  and  became  “yellow  all 
over”  requiring  hospitalization.  In  1960  he 
was  hospitalized  elsewhere  for  8 days  be- 
cause of  high  fever.  In  March  1964  he  un- 
derwent a tonsillectomy.  Routine  laborato- 
ry tests  at  that  time  were  normal. 

Physical  examination  on  admission  show- 
ed a well  developed,  well  nourished  white 
male  slightly  lethargic  and  appearing  de- 
hydrated. Temperature  102°F  (axillary), 
pulse,  150/min.;  respirations,  50/min.;  blood 
pressure,  82/60  mm  Hg.  There  was  scleral 
icterus.  The  neck  was  supple  and  no  aden- 
opathy was  palpated.  The  ear  lobes  had  a 
purplish  discoloration.  The  nasal  mucosa 
had  purpuric  lesions  and  whitish  nasal  se- 
cretions were  noted.  The  oral  mucosa  was 
dry.  The  lungs  were  clear  and  the  heart 
showed  a sinus  tachycardia  without  mur- 
murs. The  liver  and  spleen  were  not  palpa- 
ble. Rectal  examination  revealed  normal 
colored  feces  and  a normal  prostate.  The 
peripheral  pulses  were  present  and  equal 
bilaterally.  There  was  cyanosis  of  the  tips  of 
fingers  and  toes,  more  marked  on  the  latter. 
There  were  purplish  areas  on  the  lateral  as- 
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pects  of  the  soles  of  the  feet.  Neurologic 
examination  was  normal. 

Laboratory  examinations:  hemoglobin,  13 
g/100  ml;  hematocrit^  44%;  leukocytes, 
28,600/cu.  mm.;  neutrophiles,  55%;  bands, 
38%  and  lymphocytes,  7%.  Blood  smear 
showed  one  nucleated  erythrocyte  / 100 
WBC,  Dohle  bodies  and  giant  platelets 
(I'ig.  1).  AG,  3.1/3.05  gm.  %;  LE  prepara- 
tion was  negative;  VDRL,  non  reactive; 
Coombs,  negative;  alkaline  phosphatase  of 
WBC,  306.  Sodium,  12.6  mEq/L;  potas- 
sium, 3 4 mEq/L;  chlorides,  109  mEq/L; 
G02,  13.5  mEq/L. 


Fig.  1.  Blood  smear.  Arrow  indicates  Dohle 
body  on  border  of  leukocyte. 


^On  the  day  of  admission  the  temperatu- 
re went  up  to  105°F.  He  was  given  tetra- 
cycline, glucose  in  saline,  sodium  lactate  and 
potassium  chloride  intravenously.  The  blood 
pressure  became  normal.  On  the  following 
day  it  was  noted  that  the  patient  had  not 
passed  any  urine  since  admission.  The  le- 
sions of  the  hands  and  feet  were  painful. 
He  had  also  developed  purpuric  lesions  on 
the  abdomen  and  chest.  He  was  disoriented 
and  had  marked  weakness  of  the  arm  mus- 


cles. A chest  X-ray  was  negative.  Serum 
electrolytes  at  this  time  showed:  sodium, 
135  mEq/L;  potassium,  4.0  mEq/L;  chlo- 
rides, 110  mEq/L;  C02,  21.6  mEq/L. 
The  platelet  count  w'as  60,000  cu.  mm.  An 

Ivy  bleeding  time  was  3 min.  14  sec.;  the 

Lee-White  coagulation  time,  13  min.  17  sec., 
the  prothrombin  time,  15.3  sec.  No  clot 
retraction  was  present  after  24  hours.  A 
lumbar  puncture  revealed  xanthochromic 
fluid  with  an  opening  pressure  of  170  mm. 
of  water.  Examination  of  this  fluid  revealed 
76RBC,  6 WBC,  sugar  of  75  mg.  %,  pro- 
tein of  50  mg.  %.  Bone  marrow  examina- 
tion showed  moderate  myeloid  hyperplasia 

with  normal  megakaryocytes  some  of  which 

contained  many  vacuoles. 

By  September  9 the  temperature  had  de- 
creased and  he  only  had  low  grade  fever. 
He  received  penicillin  and  Chloromycetin 
intravenously  and  streptomycin  intramuscu- 
larly. Intravenous  fluids  totalling  3,000  ml 
with  hydrocortisone  and  mannitol  were  ad- 
ministered without  any  urine  production.  A 
stool  culture  w'as  reported  as  normal  flora 
with  increase  in  Pseudomonas  species.  On 
September  10  the  BUN  was  95  mg.  % and 
the  serum  bilirubin  was  4.0  mg.  % with  a 
direct  fraction  of  0.5  mg.  %.  Blood  and 
cerebrospinal  fluid  grew  a gram-variable, 
very  pleomorphic  organism  later  identified 
as  Streptococcus  veridans. 

The  patient  continued  to  be  disoriented 
and  confused  but  he  was  afebrile.  Splinter 
hemorrhages  and  diffuse  abdominal  tender- 
ness without  rigidity  or  palpable  organs  or 
masses  were  present.  His  condition  became 
worse.  Serum  electrolytes  on  September  1 1 
revealed  the  following:  sodium,  131  mEq/L; 
potassium,  4.1  mEq/L;  chlorides,  105  mEq 
/L;  CO2,  16.7  mEq/L.  The  WBC  was 
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11,400  with  70%  neutrophiles,  8%  bands, 
5%  myelocytes,  12%  lymphocytes,  3%  mo- 
nocytes and  2%  basophiles.  The  hemoglobin 
was  7.8  gm.  % and  hematocrit  31%.  The 
BUN  increased  to  127  mg.  %.  The  patient 
remained  anuric,  confused  and  dyspneic. 
Blood  pressure  was  160/110  mm.  Hg.  Tem- 
perature 100°F.  He  received  two  whole  blood 
transfusions.  He  expired  early  the  next  day. 

Clinical  Discussion 

Dr.  Jenaro  Haddock*: 

We  have  for  discussion  today  the  case  of 
a young  man  who  died  in  a matter  of  7 days 
of  an  acute  illness  characterized  by  high 
fever,  anuria,  mental  confusion,  thrombocy- 
topenic purpura,  hemolytic  anemia,  which 
failed  to  respond  to  therapy  with  antibiotics, 
fluids,  blood  transfusions  and  cortisone.  The 
onset  of  illness  with  high  fever,  vomiting, 
severe  watery  diarrhea,  hypotension  and 
anuria  right  away  suggests  the  clinical  pic- 
ture seen  in  severe  sepsis  with  septic  or  bac- 
teremic  shock.  The  subsequent  developments, 
however,  tend  to  confuse  the  picture  and 
make  you  wonder  whether  such  is  the  case. 
Did  thfs  man  die  strictly  of  this  acute  illness 
or  was  there  an  underlying  disease  process 
which  ended  up  with  this  dramatic  clinical 
picture? 

To  start  with,  this  man  is  described  as 
being  well  developed  and  well  nourished 
which  right  away  speaks  against  chronic 
debilitating  illnesses  like  malignancies,  lym- 
phomas, leukemia  and  the  chronic  collagen 
disorders.  The  fact  that  he  was  a painter, 
in  my  opinion  has  little  bearing  on  the  case. 
In  1945  he  had  fever  and  jaundice  on  his 
return  from  Germany,  disease  which  1 inter- 
* Attending  Physician  in  Internal  Medicine 
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pret  as  infectious  hepatitis.  In  March  1964, 
he  underwent  a tonsillectomy  without  any 
consequence.  It  is  of  importance  that  at  the 
time  the  routine  laboratory  studies  which  I 
take  them  to  be  blood  counts,  urinalysis, 
chest  X-ray,  bleeding  and  clotting  times 
were  normal.  We  can  say  then  that  his  final 
illness  had  its  onset  after  March  of  this 
year.  Three  months  before  the  terminal  ill- 
ness he  suffered  from  what  sounds  from  the 
description  like  an  otitis  externa.  Two 
months  before  admission  he  began  to  suffer 
from  frequent  episodes  of  chronic  sinusitis 
and  fever.  We  are  not  told  the  symptomato- 
logy at  the  time  so  that  we  will  take  this  at 
its  face  value.  The  combination  of  recurrent 
sinus  and  ear  disease  and  fever  brings  to 
mind  two  conditions,  namely  Wegener’s 
granulomatosis  and  hypogammaglobuline- 
mia. The  latter  condition  in  my  opinion  can 
be  readily  discarded.  Acquired  hypogamma- 
globulinemia in  the  adult  is  usually  associat- 
ed with  other  conditions  like  malignant  lym- 
phomas, leukemia,  nephrotic  syndrome,  con- 
nective tissue  disease,  protein-losing  entero- 
pathy, none  of  which  in  my  opinion  he  had. 
His  serum  globulin  was  normal.  Wegener’s 
granulomatosis  cannot  be  so  easily  discarded. 
The  patient  received  therapy  with  sulfona- 
mides in  probably  more  than  one  occasion. 
It  is  well  known  that  the  incidence  of  poly- 
arteritis nodosa  and  other  forms  of  allergic 
vasculitis  rose  after  the  introduction  of  the 
sulfonamides.  This  case  presents  some  fea- 
tures which  suggest  diffuse  small  artery  dis- 
ease, so  that  we  cannot  disregard  this  point 
as  not  being  of  any  importance.  Apparently 
the  patient  did  not  feel  well  from  then  on, 
and  one  week  before  his  final  illness  he  suf- 
fered from  what  well  could  be  interpreted 
as  an  acute  respiratory  illness  of  viral  or- 
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igin.  His  resistance  to  infection  was  not 
good.  Then  came  his  final  illness  with  its 
sudden  onset. 

When  he  was  admitted  to  the  hospital 
he  showed  pyrexia,  tachycardia,  hypotension, 
lethargy'  and  dehydration.  There  was  also 
cyanosis  of  the  fingers  and  toes,  something 
which  I take  as  a manifestation  of  peripheral 
vascular  collapse.  There  was  also  purpura 
and  jaundice.  Negative  findings  of  impor- 
tance were  the  absence  of  heart  murmurs, 
the  absence  of  hepatosplenomegaly  and  the 
normal  neurological  examination. 

The  white  cell  count  on  admission  show- 
ed a marked  neutrophilic  leucocytosis  with 
shift  to  the  left.  This  could  well  be  called  a 
leukemoid  reaction  something  which  was 
corroborated  by  the  very  high  score  of  alka- 
line phosphatase  in  the  mature  granulocytes. 
The  causes  of  neutrophilic  leukemoid  reac- 
tions are  many  but  pyogenic  infections  are 
by  far  the  most  important.  Pseudomonas 
organisms  are  later  mentioned  in  the  proto- 
col. This  is  one  organism  which  may  give 
rise  to  this  sort  of  clinical  picture;  however, 
in  the  typical  case  leukopenia,  at  least  at  its 
onset,  is  the  rule.  The  typical  skin  lesions 
of  this  infection  were  also  lacking.  The 
stained  peripheral  blood  smear  showed  mark- 
ed toxic  granulation  and  vacuolation  of  neu- 
trophiles,  Dohle  bodies,  thrombocytopenia 
with  the  presence  of  large  abnormal  platelets 
and,  in  my  opinion,  abnormal  red  cells. 
Nucleoted  red  cells  were  also  present.  Some 
appeared  like  sickle  cells,  some  were  trian- 
gular, others  were  reminiscent  of  so-called 
helmet  cells.  These  fragments  of  erythrocy- 
tes are  known  as  schistocytes  and  may  occur 
in  a variety  of  conditions:  namely,  the  ac- 
quired hemolytic  anemias,  bacteremias,  he- 
molytic anemias  associated  with  burns  and 


chemical  poisons  and  uremia.  Lately  they 
have  been  described  in  hemolytic  anemias 
resulting  from  valve  graft  repairs  and  in 
patients  with  lesions  of  small  blood  vessels 
associated  with  various  thrombotic  manifes- 
tations. Thrombotic  thrombocytopenic  pur- 
pura is  an  example  of  these  disorders.  Dacie 
( 1 ) has  given  the  name  of  micro-angiopathic 
hemolytic  anemias  to  these  hemolytic  ane- 
mias that  are  associated  with  schistocytes. 

The  presence  of  Dohle  bodies,  toxic  gran- 
ulation, and  vacuolation  of  the  granulocy- 
tes along  with  the  neutrophilic  leucocytosis 
points  towards  sepsis.  Dohle  bodies  are  cyl- 
indrical, blue  staining,  structures  which  may 
occur  in  the  cytoplasm  of  granulocytes. 
Their  nature  is  not  known  but  they  are 
usually  associated  with  severe  sepsis.  Dohle 
bodies  may  occur  associated  with  large 
platelets,  the  so-called  May-Hegglin  (2) 
anomaly.  This  is  a rare  familial  disorder 
which  in  my  opinion  this  patient  did  not 
have.  The  presence  of  nucleated  red  cells 
in  the  peripheral  blood  is  always  an  abnor- 
mal finding.  Along  with  the  patient’s  white 
cell  count  we  could  say  that  he  presented  a 
leukoerythroblastic  blood  picture.  The  three 
most  important  causes  of  leukoerythroblasto- 
sis  in  the  adult  are  bone  marrow  infiltration, 
bacterial  infections  and  hemolytic  disease. 
Anyone  of  the  latter  two  could  be  at  fault 
in  the  case  under  discussion.  Although  un- 
happily we  do  not  have  a reticulocyte  count, 
the  patient  showed  indirect  bilirubinemia, 
anemia  and  the  presence  of  nucleated  red 
cells  in  the  peripheral  blood.  The  evidence 
points  towards  increased  blood  destruction. 
The  bone  marrow  was  inadequate  for  ade- 
quate interpretation.  Something  that  im- 
pressed me  was  that  platelets  were  fairly 
abundant  and  that  there  was  an  increase  in 
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the  number  of  plasma  cells.  The  adequate 
bone  marrow  platelets  in  the  presence  of 
peripheral  thrombocytopenia  suggests  either 
increased  destruction  or  increased  utilization 
of  platelets.  Increased  destruction  may  occur 
in  severe  sepsis,  especially  in  infants.  In- 
creased utilization  occurs  in  several  condi- 
tions including  small  vessel  disease  with 
thrombotic  tendencies.  Both  possibilities  exist 
in  our  case.  The  combination  of  hemolytic 
anemia  and  thrombocytopenia  suggest  sev- 
eral conditions.  First,  the  so-called  Evan’s 
syndrome  which  is  usually  pathogmonic  of 
systemic  lupus.  The  hemolytic  anemia  in 
this  situation  is  usually  autoimmunologic 
with  a positive  Coomb’s  test.  Our  case  was 
Coomb’s  negative  so  that  I am  inclined  not 
to  consider  that  as  a good  possibility.  Second, 
severe  infection  and  third,  the  condition 
described  by  Moskowitz  known  as  thrombot- 
ic thrombocytopenic  purpura.  The  other 
hematologic  features  of  the  case  were  the 
absent  clot  retraction  which  is  explainable 
on  the  basis  of  thrombocytopenia,  a normal 
clotting  time  and  a slightly  prolongued 
prothrombin  time.  It  should  be  stressed  that 
slight  prolongations  of  prothrombin  time 
should  not  be  disregarded  as  unimportant, 
especially  in  a disease  with  hemorrhagic 
manifestations.  The  normal  bleeding  time 
is  unusual  in  the  presence  of  thrombocyto- 
penia and  abnormal  clot  retraction. 

On  the  day  of  admission  the  patient  had 
marked  pyrexia  and  dehydration  and  the 
b'.cod  showed  hyponatremia,  hypokalemia 
and  acidosis.  These  chemical  abnonnalities 
could  be  explained  on  the  basis  of  the  vomit- 
ing and  the  profuse  diarrhea.  The  patient 
was  treated  with  antibiotics  and  fluids.  His 
hypotension  was  corrected  as  well  as  the 
electrolyte  deficits.  By  the  second  hospital 
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day  anemia  as  well  as  jaundice  were  re- 
cognized. In  an  acute  illness  with  fever, 
muscle  pains,  purpura,  jaundice  and  anuria 
Weil’s  disease  must  always  be  given  conside- 
ration. A lumbar  puncture  was  performed 
and  xanthochromic  fluid  was  obtained, 
more  evidence  in  favor  of  leptospirosis.  Sev- 
eral things  were  against  this  diagnosis,  how- 
ever. These  will  be  taken  up  at  the  end  of 
the  discussion.  The  spinal  fluid  showed  a 
considerable  number  of  red  cells  and  slight 
increase  in  the  protein  content  something 
which  along  with  the  xanthochromic  sug- 
gests bleeding  into  the  central  nervous  sys- 
tem. In  spite  of  the  correction  in  the  hypo- 
tension the  cyanotic  hue  of  the  ears,  nose, 
fingers  and  toes  persisted.  The  lesions  of  the 
hands  and  feet  are  described  as  painful.  This 
may  be  interpreted  as  Raynaud’s  phenome- 
non which  in  this  case  could  be  due  to  sev- 
eral factors  including  abnormal  globulins 
like  cryoglobulins  with  cold  auto-antibodies 
or  a diffuse  vasculitis.  Was  the  same  process 
causing  the  skin  manifestations  affecting  the 
central  nervous  system?  A definite  possibility 
in  my  opinion.  Central  nervous  system  pur- 
pura on  the  basis  of  thrombocytopenia  or  a 
vasculitis  could  well  explain  the  xanthochro- 
mia and  the  presence  or  red  cells  in  the  spinal 
fluid. 

By  the  third  hospital  day  anuria  persisted 
in  spite  of  good  hydration  and  the  BUN  was 
markedly  increased.  These  findings  are  indi- 
cative of  either  a diffuse  severe  glomerulitis 
or  an  acute  tubular  necrosis.  The  bacteriolo- 
gic  features  of  the  case  came  into  the  fore- 
ground on  this  day  when  both  blood  and 
spinal  fluid  cultures  grew  Streptococcus  virid- 
ans  and  the  stool  culture  grew  abundant 
Pseudomonas.  Had  the  blood  culture  grown 
a Ci ram-negative  organism,  the  case  would 
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have  been  easier  to  discuss.  Círam-negative 
bacteremia  with  the  vasculitis  of  endotoxic 
shock  could  well  explain  many  of  the  fea- 
tures of  the  case.  Strep,  vidirans,  however, 
is  an  organism  of  low  virulence  and  I can- 
not conceive  a bacteremia  by  this  organism 
as  the  whole  explanation  of  this  clinical  pic- 
ture. It  cannot  be  disregarded,  however,  but 
I am  inclined  to  think  of  it  as  superimposed 
on  an  underlying  disease  process.  I do  not 
know  the  meaning  of  the  increased  number 
of  Pseudomonas  in  the  stools  but  I am  told 
that  they  may  be  important  especially  in  the 
diarrhea  of  infancy  and  childhood  w’hen  they 
can  be  the  etiologic  agent.  When  splinter 
hemorrhages  appeared  I suppose  endocarditis 
was  given  some  consideration.  I do  not  know, 
however,  how  anybody  can  made  a diagnosis 
of  bacterial  endocarditis  in  the  absence  of 
heart  murmurs. 

Ilis  general  condition  deteriorated  in  spite 
of  the  fact  that  the  fever  lessened,  he  remain- 
ed anuric  and  the  azotemia  increased.  Ter- 
minally he  developed  hypertension  and  dysp- 
nea finally  dying  probably  of  congestive 
failure. 

I’o  recapitulate  we  have  a young  man  with 
a history  of  fever,  malaise  and  chronic  sinus 
disease  of  several  months  duration  who  ter- 
minally develops  an  acute  illness  charaterized 
by  fever,  anemia,  jaundice,  thrombocytope- 
nia, peculiar  skin  lesions,  renal  shutdown, 
neurologic  manifestations,  and  tenninal  car- 
diac failure  an  in  whom  Streptococcus  virid- 
ans  was  cultured  from  both  the  blood  and 
the  spinal  fluid.  What  are  the  diagnostic  pos- 
sibilities? 

A fulminating  hepatitis  with  the  “hepa- 
torenal syndrome”  in  my  opinion  is  highly 
unlikely.  Although  very  few  liver  function 
studies  were  performed  he  never  showed  the 


typical  features  of  hepatic  failure  which  is 
the  form  in  which  these  patients  die. 

llie  case  showed  many  features  suggestive 
of  Weil’s  disease.  The  previous  symptomato- 
logy, the  presence  of  thrombocytopenia  and 
probable  hemolytic  anemia  are  against  this 
possibility.  I shall  rule  it  out. 

Acute  meningococcemia  with  adrenal  apo- 
plexy may  give  such  a dramatic  clinical  pic- 
ture. The  previous  chronic  sinus  disease  is  in 
favor  of  this  diagnosis;  however,  the  bacterio- 
logic  studies  practically  eliminate  that  pos- 
sibility. 

He  showed  no  evidence  of  a malignant 
process  especially  of  the  reticuluendothelial 
malignancies.  I will  discard  that  possibility. 

That  leaves  me  with  the  disease  affecting 
the  small  blood  vessels,  namely,  the  different 
forms  of  vasculitis.  Wegener’s  granulomatosis 
is  an  example  of  such  group  of  diseases.  It 
is  characterized  clinically  by  a triad  of  sinus 
disease,  pulmonary  infiltrations  and  nephritis. 
It  is  considered  a diseminated  process  in 
which  profound  constitutional  symptoms,  ar- 
thritis, skin  lesions,  peripheral  neuropathy 
ocular  manifestation  and  otologic  signs  are 
also  frequent  findings.  Histologically  it  is 
characterized  by  granulomatous  lesions  of  the 
upper  and  lower  respiratory  tracts,  general- 
ized necrotizing  vasculitis  involving  both  ar- 
teries and  veins  and  a focal  necrotizing 
glomerulitis.  Less  commonly  the  vascular  le- 
sions may  affect  other  organs.  Cerebral, 
thalamic  or  subarachnoid  hemorhage  as  well 
as  cerebral  or  cerebellal  infarcts  may  result 
from  the  vasculitis.  The  disease  is  invariably 
fatal,  death  ocurring  in  from  3 weeks  to  4 
years  after  onset  with  an  average  survival  of 
5 months.  This  case  could  represent  an  exam- 
ple of  this  illness;  however,  the  absence  of 
pulmonary  infiltrations  is  most  unusual. 
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Thrombotic  thrombocytopenic  purpura 
(TTP)  is  one  disease  which  could  explain 
most  of  the  clinical  picture  of  this  man’s 
illness.  This  is  an  acute  rapidly  progressive 
condition  characterized  by  a quintad;  name- 
ly, fever,  thrombocytopenia,  hemolytic  ane- 
mia, neurologic  manifestations  and  renal  fail- 
ure. It  my  have  a prodromal  phase  with 
variable  manifestations  extending  over  a pe- 
riod of  two  months  to  10  years.  Morphologic- 
ally there  is  a widespread  distribution  of  char- 
acteristic occlusive  vascular  lesions.  The  le- 
sions have  their  primary  localization  in  the 
arteriocapillary  junction  and  affect  the  my- 
ocardium, the  adrenals,  the  kidney,  the  cen- 
tral nervous  system,  the  pancreas  and  the 
spleen.  We  can  not  get  away  from  the  fact 
that  our  case  presents  all  the  members  of  the 
characteristic  quintad. 

Systemic  lupus  is  another  condition  which 
could  well  explain  most  of  the  features  of 
this  patient’s  illness.  It  is  sometimes  quite 
difficult  to  differentiate  TTP  from  an 
acute  lupus.  Against  this  diagnosis  is 
the  fact  that  the  patient  was  a male, 
the  negative  L.  E.  preparation,  the  negative 
Coomb’s  test  and  the  negative  blood  serology. 
Although  the  typical  case  of  lupus  shows  a 
leukopenia,  they  are  capable  of  responding 
to  bacterial  infection  with  a neutrophilic 
leukocytosis  as  our  patient  did. 

It  is  di/ficult  to  disregard  generalized  sepsis 
as  the  sole  explanation  to  this  patient’s  ter- 
minal illness.  The  acute  onset  with  high  fever 
profuse  diarrhea,  the  hypotension,  the  renal 
failure  suggests  Cram-negative  bacteremia 
with  shock.  I'he  laboratory  evideiice  of  leuko- 
cytosis, Dohle  bodies,  the  toxic  granulation 
and  vacuolation  of  neutrophiles,  the  schisto- 
cytes,  the  thrombocytopenia  and  the  hemoy- 
tic  anemia  could  all  be  explained  in  the  basis 


Clinico-Pathological  Conference  219 


of  sepsis.  The  peculiar  skin  lesions  and  the 
purpura  are  also  compatible.  It  is  known 
that  severe  bacterial  infection  could  lead  to 
a generalized  vasculitis  which  could  explain 
the  rest  of  the  clinical  picture.  The  initial 
response  of  the  fever  to  the  antibiotic  therapy 
is  also  suggestive.  Again  the  bacteriology  is 
confusing.  You  ordinarily  do  not  expect  such 
an  organism  by  low  virulence  as  Strep,  vivid- 
ans  is,  to  produce  this  kind  of  a picture. 

To  conclude,  I am  inclined  to  believe  that 
this  man  had  a diffuse  vascular  disease  affect- 
ing small  blood  vessels.  Whether  it  was  caused 
by  acute  sepsis  or  whether  the  terminal  bac- 
teremia was  superimposed  on  an  underlying 
vascular  disease,  I cannot  tell. 

Dr.  EH  A.  Ramirez  + : 

I would  like  to  point  out  that  in  shock, 
especially  when  it  has  lasted  for  extended  pe- 
riods, diffuse  vascular  lesions  may  occur  as 
part  of  a breakdown  in  the  hemostatic  me- 
chanism. It  has  been  postulated  that  severe 
shock  converts  aerobic  metabolism  to  anaero- 
biosis  which  results  in  a rapid  accumulation 
of  lactic  acid  and  other  acid  metabolites,  and 
a fall  in  blood  and  tissue  pH.  The  acidosis 
induces  a hypercoagulable  state  \vhich  is 
followed  by  intravascular  clotting.  The  me 
chanism  may  resemble  the  Shwartzman  re- 
action. With  the  intravascular  clotting  there 
is  induced  fibrinolytic  activity,  blood  incoa- 
gulability, diffuse  vascular  damage  and  he- 
morrhagic diathesis.  Experimentally,  both  he- 
parin and  the  plasminogen  inhibitor  epsilon 
aminocaproic  acid  can  protect  against  these 
phenomena  after  a usually  lethal  dose  of  en- 
dotoxin (3)  . 

+ Chief,  Medical  Service 
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Dr.  R.  Menéndez-Corrada*  : 

I wish  to  make  some  remarks  concerning 
this  matter  of  the  Dohle  bodies  and  the  May- 
Heglin’s  anomaly.  Dohle  bodies  are  faintly 
blue,  usually  round  bodies  which  seem  to  lie 
close  to  the  surface  in  the  cytoplasm  of  neu- 
trophils. They  may  occur  singly  but  there 
may  be  more  in  a single  cell  and  they  are 
no  more  than  2 p across.  They  are  only  seen 
in  the  granulocytic  series.  Their  presence  is 
usually  associated  with  infection,  specially 
streptococcal,  often  bacteremic. 

When  these  Dohle  bodies  are  associated 
with  giant  platelets  and  thrombocytopenia 
the  combination  is  knowm  as  May-Hegglin’s 
anomaly.  This  was  originally  described  as  an 
inheritable  condition  — an  autosomal  domi- 
nant. Now,  our  patient  had  all  these  features 
in  his  peripheral  smears  so  I have  maintained 
that  he  has  May-Hegglin’s  anomaly.  Since  it 
is  said  to  be  a hereditary  disorder  I have  in- 
vestigated the  blood  of  three  of  his  offspring 
but  they  did  not  show  any  of  the  abnormali- 
ties. I conclude  that  either  the  condition  is 
not  inherited  in  a dominant  fashion  or  else 
it  is  not  necessarily  hereditary. 

In  addition  to  the  May-Hegglin’s  anomaly 
this  patient’s  peripheral  smear  also  showed 
the  following  anomalies  of  the  leukocytes: 
Giant  histiocytes  of  the  type  seen  in  bacterial 
endocarditis,  necrobiotic  forms,  toxic  granu- 
lations, inclusion  bodies  and  vacuoles  (Fig. 
2,3). 

Pathological  Discussion 

Dr.  G.  A.  Ramirez  de  Arellano#: 

The  kidneys  in  this  case  show  the  most  re- 
markable histologic  findings.  These  consists  of 

Chief,  Hematology  Section. 
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Fig.  2 Blood  smear  showing  polymorphonu- 
clear leukocyte  with  toxic  granulation  and 
many  vacuoles. 


t 


Fig.  3 Blood  smear  showing  giant  platelet 
adjacent  to  leukocytes,  and  some  bizarre-shap- 
ed erythrocytes. 

glomerular  capillary  thrombosis  and  fibrinoid 
necrosis  of  the  walls  of  capillaries  and  afferent 
arterioles  (Fig.  4).  Few  glomeruli  are  spared 
in  this  pathologic  process.  The  degree  of  in- 
volvement certainly  explains  the  development 
of  acute  renal  failure  in  this  patient.  Histo- 
logic study  of  other  organs  shows  arteriolar 
fibrinoid  necrosis,  deposits  of  hyaline  mate- 
rial beneath  the  intima  and  intravascular 
coagulation.  The  organs  showing  these  alter- 
ations are  the  lungs,  heart,  pancreas,  and 
adrenals  (Fig.  5-8). 
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Fig  Difuse  glomerular  capilary  throm- 
bosis and  hemorrhage  into  renal  tubules.  X450. 


Fig.  6 Intravascular  coagulation  and  fibri- 
noid necrosis  in  arteriole  of  myocardium.  X450 
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Fig.  8 Hemorrhage,  necrosis 
thrombosis  in  adrenal.  X450. 


Fig.  5 Thrombosis  of  dermal  arteriole  and 
perivascular  hemorrhage.  X450. 


Fig.  7.  Arteriole  in  testes  showing  fibrinoid 
'hecrosis.  X450. 


There  are  two  principal  dignoses  to  be  con- 
sidered in  this  case.  The  clinical,  laboratory 
and  histologic  findings  are  consistent  with 
thrombotic  thorombocytopenic  purpura 
(TTP) . However,  the  bacteriological  and 
hematological  evidence  of  overwhelming  sep- 
sis, plus  the  diffuse  glomerular  capilary  thr- 
ombosis and  intravascular  clotting,  makes  me 
favor  the  diagnosis  of  the  generalized  Swartz- 
man  reaction  (GSR).  The  similarity  of  the 
vascular  alterations  in  cases  of  TTP  ‘and 
those  in  the  experimental  animal  with  the 
Shwartzman  reaction  has  been  pointed  out 
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by  Brunson (4).  The  organisms  generally  as- 
sociated \sith  the  GSR  are  Gram  negative. 
Nevertheless,  in  the  experimental  animal 
(rabbit)  a hemolytic  streptococcus  may  pre- 
pare the  animal  for  the  above  reaction  but 
is  not  the  precipitating  factor  (5).  It  is  inte- 
resting that  in  our  case  a pure  culture  of 
Klebsiella  aerobacter  was  obtained  post-mor- 
tem from  blood  drawn  from  the  right  ven- 
tricle, and  also  that  antemortem  stool  cultures 
yielded  an  almost  pure  growth  of  Pseudomo- 
nas aeruginosa.  It  is  conceivable  that  endo- 
toxin from  Gram-negative  organisms  might 
have  gained  access  into  the  blood  stream 
precipitating  the  reaction  in  a patient  already 
prepared  for  it  by  the  hemolytic  streptococcus. 

Polyarteritis  nodosa,  disseminated  lupus 
erythematosus  and  malignant  hypertension 
can  be  ruled  out  in  this  case.  The  vascular 
lesions  are  limited  to  arterioles  and  capillaries 
and  there  is  no  associated  inflammatory  re- 
action, indicating  that  this  is  a very  acute 
process.  Perivascular  infiltration  with  lym- 
phocytes and  mononuclear  cells,  part  of  the 
picture  of  an  immune  vasculitis,  is  not  seen 
in  this  case. 

Anatomical  Diagnoses 

1.  Generalized  Shwartzman  reaction. 

2.  Septicemia,  Streptococcus  viridans. 

Addendum 

In  a recent  editorial,  which  appeared  af- 
ter this  C.P.C.  was  presented,  Taub,  Rodri- 
guez Erdmann  and  Dameshek  (6)  point  out 
that  many  of  the  clinical,  hematologic  and 
histologic  aspects  of  TTP  can  be  explained 
on  the  basis  of  intravascular  coagulation,  and 
that  many  aspects  of  this  condition  are  an- 
alogous to  those  of  the  generalized  Shwartz- 
man reaction. 
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EDITORIAL 


NUESTRO  HOSPITAL  DE  VETERANOS 


La  Facultad  del  Hospital  de  Veteranos  de  Puerto  Rico,  mejor  conocido 
como  Hospital  San  Patricio,  se  ha  hecho  responsable  de  la  publicación  de  este 
número  de  nuestro  Boletín.  Tiempo  es  ya,  y oportunidad  propia  la  provee  esta 
edición,  para  que  se  hagan  ciertos  apuntes  en  torno  a este  hospital  y a lo  que  ha 
contribuido , en  su  corta  existencia  y a través  de  su  facultad,  para  adelantar  la 
medicina  puertorriqueña. 

Desde  su  comienzo  en  el  año  1946,  los  directores  de  la  Administración  de 
Veteranos  han  dedicado  todos  su  esfuerzos  para  que  los  servicios  médicos  que 
iban  a estar  a la  disposición  del  veterano  enfermo  fueran  de  la  más  alta  cali- 
dad. Esta  norma  ha  traído  por  consiguiente,  importantes  reconocimientos  a la 
institución,  primero  en  sus  servicios  médicos,  y más  tarde,  en  los  campos  de  la 
enseñanza  y de  la  investigación.  En  poco  tiempo  se  reconoció  como  uno  de  los 
mejores  y más  completos  hospitales  del  Caribe,  comparándose  favorablemente 
con  muchos  del  continente  que  ocupaban  el  mismo  nivel  en  la  organización 
nacional  de  hospitales  para  veteranos. 

Fue  a base  de  dedicación  de  servicio  y de  la  competencia  de  su  facultad 
que  se  obtuvo  la  acreditación  de  distintas  residencias  que  todavía  se  siguen 
brindando  allí.  Producto  de  ellas  son  los  residentes  que  hoy  participan  activa- 
mente como  autores  y co-autores  de  varios  trabajos  que  se  publican  en  este 
número.  No  son  pocos  los  médicos  que  gozan  de  acreditadas  especialidades  y 
que  son  testimonio  de  la  contribución  que  dicho  hospital  ha  ofrecido  para  am- 
pliar los  conocimientos  del  médico  puertorriqueño.  La  frecuente  aceptación  de 
sus  residentes  para  estudios  más  avanzados  en  instituciones  estado-unidenses  de 
difícil  acceso,  es  un  reconocimiento  pleno  de  la  calidad  de  medicina  que  se 
practica  y se  enseña  en  San  Patricio. 

Cuando  se  instituyó  nuestra  Escuela  de  Medicina,  ya  contaba  el  Hospital 
con  una  facultad  organizada.  Inmediatamente , sus  facilidades  y su  facultad 
fueron  puestas  al  servicio  de  la  Escuela  para  ser  utilizadas  en  la  enseñanza  del 
estudiante  de  medicina  servicio  del  cual  nuestra  Escuela  se  beneficia,  y del  cual, 
la  Eacultad  de  San  Patricio  se  enorgullece. 
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En  cuanto  al  campo  de  la  investigación,  bastaría  con  señalar  los  artículos 
que  aparecen  en  esta  edición,  pero  se  debe  señalar  también  que  han  sido  muchos 
los  trabajos  que  se  han  publicado  aquí  y en  el  exterior  sobre  distintos  aspectos 
del  síndrome  de  malabsorbción,  de  Bilharzia,  de  enfermedades  del  corazón,  y 
de  investigaciones  que  envuelven  el  uso  preciso  y prudente  de  radioisótopos.  Se 
debe  añadir  que  San  Patricio  está  participando,  junto  a un  grupo  seleccionado 
de  hospitales  continentales,  en  una  investigación  a largo  alcance,  relacionada  con 
la  hipertensión. 

Además  de  cumplir  con  sus  obligaciones  institucionales,  muchos  miembros 
de  la  Facultad  Médica  participan  activamente  en  distintas  organizaciones  cívicas 
y profesionales,  incluyendo  la  Asociación  Médica  de  Puerto  Rico,  contribuyendo 
así  a buscarle  solución  a los  problemas  de  nuestra  medicina,  y a informar  y edu- 
car la  comunidad  en  ese  campo. 

Tampoco  se  debe  pasar  por  alto  la  ayuda  que  dicho  hospital  brinda  en  los 
exámenes  de  reválida  de  nuestra  Junta  Examinadora  y en  la  supervisión  de  los 
exámenes  escritos  que  deben  aprobar  los  que  solicitan  la  certificación  como  es- 
pecialistas en  Medicina  Interna. 

La  labor  de  esa  Facultad  no  termina  aquí,  pero  los  límites  de  espacio  así 
lo  exigen.  Permítame  antes  de  hacerlo,  felicitar  a los  directores  del  Hospital  de 
Veteranos,  a su  personal  que  atiende  los  servicios  para-médicos,  y muy  en  especial 
a su  Facultad  Médica,  por  su  brillante  hoja  de  servicios  que,  a grandes  rasgos,  he 
tratado  de  editar. 


José  M.  Torres,  M.D. 


CASE  REPORTS 


ACTINOMYCOSIS  OF  THE  LIVER 

Héctor  M.  Nadal,  M.D.,  F.A.C.S. 

Mario  Muñoz,  M.D. 

with  the  technical  assistance  of 
Maria  Medina,  M.S. 


Actinomycosis  is  a chronic  suppurative 
and  granulomatous  disease  caused  in  man 
by  the  anaerobic  Gram-negativ^e  fungi  Acti- 
nomyces israeli  and  in  cattle  by  Actinomyces 
bovis.  There  is  evidence  that  the  infection 
is  endogenous  since  the  organism  is  a nor- 
mal inhabitant  of  the  oral  cavity  (1,  2).  In 
the  mouth,  A.  israeli  grows  as  a pleomorphic 
rod-shaped  bacterial  form  and  in  tissues  as 
a mycelium.  In  purulent  fluid  these  clumps 
do  not  grow  over  2 mm  in  diameter  and 
because  of  their  color  are  denominated 
“sulphur  granules”. 

Human  affliction  by  actinomycosis  was 
first  described  by  Israel  in  1878  and  his 
report  of  38  cases  describing  the  clinical 
and  pathologic  characteristics  is  cited  by 
Harv'ey(3).  Since  then  numerous  case  re- 
ports, bacteriologic  studies,  and  reviews 
have  been  published  (4) . 

The  disease  has  been  described  as  existent 
throughout  the  world.  Judging  from  the 
published  cases  in  Puerto  Rico  the  incidence 
in  this  island  is  very  small.  The  occurrence 

From  the  Surgical  Service,  Veterans  Ad- 
ministration Hospital  and  the  Department  of 
Surgery,  University  of  Puerto  Rico  School  of 
Medicine,  San  Juan,  Puerto  Rico. 


of  actinomycosis  in  Puerto  Rico  has  been 
previously  reported  by  Carrion  in  1938(5). 
He  presented  two  cases  and  the  autopsy  of 
one  revealed  pulmonary  actinomycosis  with 
involvement  of  multiple  organs  including 
the  heart,  liver,  kidneys  and  brain.  The 
other  case  presented  a generalized  infection 
manifested  by  lung  lesions  and  an  abdomi- 
nal fistula.  A case  of  pulmonary  actinomy- 
cosis was  reported  by  Pujadas  Diaz  in  1939 
but  no  other  cases  have  been  reported  since 
then(6) . 

It  is  the  purpose  of  this  report  to  present 
a case  which  was  diagnosed  and  successfully 
treated. 

Case  Report 

A 44  year  old  white  male  veteran  was  ad- 
mitted to  the  Surgical  Service  on  August  7, 
1962  because  of  discomfort  and  burning  sensa- 
tion in  the  left  side  of  the  mouth  of  two 
months  duration.  The  physical  examination  was 
unremarkable  except  for  an  area  of  leukopla- 
kia at  the  left  retromolar  space.  Biopsy  of  .the 
lesion  revealed  superficial  squamous  cell  car- 
cinoma and  the  patent  was  transferred  to 
another  hospital  for  cobalt  radiation  therapy. 
He  was  returned  to  our  hospital  on  October 
10,  1962  after  receiving  5,600  r and  a repeat- 
ed biopsy  was  negative  for  residual  cancer. 
It  was  noted  that  the  patient  had  been  having 


225 


226 


I ’olumen  57 
Número  J 


Héctor  M.  Nadal,  M.  D. 


chills  and  fever  for  about  two  weeks.  He  also 
complained  of  generalized  weakness,  and  had 
lost  10  lbs. 

Past  history  revealed  that  he  had  been 
engaged  in  farm  work  until  one  year  prior  to 
admission.  He  had  been  stationed  in  the  Unit- 
ed States,  Panama,  and  Hawaii  while  in  the 
military  service  during  World  War  II.  There 
was  a two  year  history  of  recurrent  mild  right 
upper  abdominal  pains  but  jaundice,  fatty  food 
intolerance,  and  alcoholism  were  denied.  There 
was  no  history  of  tuberculosis. 

The  physical  examination  was  again  unre- 
markable. There  were  no  adenopathies  and 
examination  of  the  abdomen  failed  to  reveal 
tenderness  or  palpable  masses. 

A febrile  course  persisted  while  in  the 
hospital  and  the  patient  was  transferred  to  the 
Medical  Service  for  futher  studies  since  the 
etiology  of  the  fever  had  not  been  established. 
Laboratory  work  revealed  hyperglobulinemia, 
moderate  anemia,  leukocytosis,  prolonged  pro- 
thrombin time,  slight  elevation  of  the  alkaline 
phosphatase,  and  elevation  of  the  sedimenta- 
tion rate.  Other  liver  function  studies  and  the 
urea  nitrogen  were  normal.  PPD  intermediate 
was  strongly  positive  but  sputum  and  gastric 
washings  studies  were  negative  for  acid  fast 
bacilli.  Febrile  agglutinins  and  repeated  blood 
cultures  were  negative.  A bone  marrow  study 
was  non-diagnostic.  Needle  biopsy  of  the  liver 
showed  portal  fibrosis  and  chronic  inflamma- 
tion. 

Extensive  radiographic  studies  included  in- 
travenous pyelogram,  barium  enema,  upper 
gastro-intestinal  series,  bone  survey,  cholecys- 
tography, cholangiography,  and  chest  films 
were  performed.  The  significant  findings  were 
pancreatic  calcifications,  deformed  duodenal 
bulb,  and  poor  visualization  of  the  gall  blad- 
der. 

A one  week  trial  with  chloramphenicol  was 
given  in  December  1962  but  the  febrile  course 
was  unaltered.  The  etiology  of  the  fever  re- 
mained obscure  but  some  alterations  of  the 
liver  function  studies  and  the  liver  biopsy  find- 
ings pointed  toward  pathology  in  that  orfean. 
The  possibility  of  a retroperitoneal  lymphoma 
had  not  been  discarded.  Weight  loss  con- 


tinued and  the  patient  had  already  lost  20  lbs. 
since  his  admission.  After  four  months  of  an 
unchanged  febrile  course  it  was  decided  to 
proceed  with  a diagnostic  exploratory  lapa- 
rotomy. This  was  performed  in  February  1963 
and  the  abdomen  was  entered  through  a right 
paramedian  incision.  The  findings  were  des- 
cribed as  follows: 

“The  gall  badder  was  markedly  thickened, 
erythematous,  and  distended,  grossly  appear- 
ing to  be  in  the  acute  inflammatory  state.  The 
area  of  the  hilus  of  the  liver,  including  the 
portal  triad,  the  cystic  duct,  the  duodenum, 
and  head  of  the  pancreas  were  totally  involved 
by  a hard,  chronic,  inflammatory  mass  which 
bled  very  easily  upon  attempted  dissection. 
The  structures  in  the  portal  triad  could  not 
be  visualized  at  operation.  The  right  and  left 
lobes  of  the  liver  contained  numerous  hard 
nodules  measuring  from  2 to  3 mm.  to  appro- 
ximately 4 cm.  in  diameter  which  were  pre- 
sent within  the  substance  of  the  liver  and 
which  protruded  through  the  capsule.  Upon 
suction  of  these  nodules,  a thickened  whitish 
fluid  emanated  from  them.  The  gross  appear- 
ance of  these  nodules  were  those  of  metastatic 
carcinoma.  Frozen  section  of  these  areas  re- 
vealed chronic  inflammatory  reaction.  The 
spleen  was  enlarged  to  approximately  twice  its 
normal  size.  The  remaining  examination  of 
the  peritoneal  cavity  was  essentially  negative. 

A cholecystostomy  was  performed  and  cul- 
tures were  taken  from  the  liver  lesions  and 
from  the  gall  bladder.  A Penrose  drain  was 
placed  for  drainage  of  the  infrahepatic  space. 
The  inmediato  postoperative  course  was  une- 
ventful. The  culture  from  the  gall  bladder 
grew  E.  coli.  However,  the  culture  from  the 
liver  lesions  grew  a gram  positive  anaerobic 
organism  which  was  later  identified  as  actino- 
myces. 

Histologic  sections  of  the  biopsy  showed 
part  of  the  wall  of  a chronic  liver  abcess.  There 
was  fibrosis  and  organization  of  the  inflamma- 
tory exudate  at  the  periphery  and  necrosis 
and  suppuration  in  the  center.  What  appeared 
to  be  a poorly  preserved  colony  of  actinomyces 
was  identified  in  one  of  the  sections.  (Fig.  1, 
2).  A small  fragment  of  tissue  was  submitted 
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Fig.  1:  Wall  of  liver  abcess  revealing  co- 
lony of  organism  suggestive  of  actinomyces. 


for  bacteriologic  study. 

The  bacteriologic  identification  of  actino- 
mycosis was  established  on  the  second  post- 
operative week. 

Thioglycollate  medium  incubated  at  379C 
for  four  days  grew  small,  puffy,  white  co- 
lonies in  the  deeper  portions  of  the  medium. 
Microscopic  observation  of  a colony  crushed 
under  coverslip  revealed  tangled  masses  of  de- 
licate branching  hyphae  approximately  1 pg 
in  width  and  small  fragments  similar  to  diph- 
theroid bacilli.  Smears  stained  by  Gram’s  me- 
thod and  Ziehl-Nielsen  method  showed  the  fun- 
gus to  be  Gram  positive  and  not  acid  fast.  This 
fungus  was  confirmed  to  be  strict  anaerobic, 
catalase  negative.  It  did  not  liquify  gelatin  nor 
peptonize  milk  in  16  days. 

At  this,  time  treatment  was  started  with 
6 million  units  of  aqueous  penicillin  by  the 
intravenous  route  daily.  The  fever  became  low 
grade  although  spikes  were  noted  after  at- 
tempts to  clamp  the  cholecystostomy  tube.  A 
tube  cholangiogram  however  showed  a nor- 
mal cystic  and  common  duct,  the  latter  empty- 
ing well  into  the  duodenum. 

Spiking  fever  up  to  103^0  developed  on  the 
fifth  postoperative  week  and  this  was  asso- 
ciated with  moderate  right  upper  quadrant 
pain  and  tenderness.  Chest  films  showed  con- 


Fig. 2:  Wall  of  liver  abcess  showing  mas- 
sive infiltration  with  neutrophiles. 


solidation  of  the  right  lower  lobe  and  a fixed 
elevated  right  diaphragm.  Fearing  the  pos- 
sibility of  extension  of  the  actinomycotic  pro- 
cess into  the  chest,  penicillin  therapy  was  in- 
creased to  20  million  units  of  aqueous  penicil- 
lin intravenously  per  day.  The  patient  improv- 
ed and  became  afebrile  in  three  days.  Follow- 
up chest  films  revealed  clearing  of  the  pneu- 
monic process  an,d  lower  position  of  the  right 
diaphragm.  The  appetite  and  general  condi- 
tion began  to  improve.  The  intravenous  peni- 
cillin therapy  was  given  for  one  month  and 
then  changed  to  3.2  million  units  of  oral  peni- 
cillin per  day. 

A follow-up  four  months  after  surgical  ex- 
ploration was  very  gratifying  since  the  pa- 
tient remained  afebrile  and  asymptomatic.  The 
weight  was  back  to  normal  after  gaining  20 
lbs.  Blood  counts,  prothrombin  time,  alkaline 
phosphatase,  and  serum  proteins  were  within 
normal  values.  Penicillin  was  to  be  continued 
for  six  months. 

Discussion 

Human  actinomycosis  is  clinically  man- 
ifested in  three  main  forms  as  follows:  cer- 
vicofacial, thoracic,  and  abdominal.  .A  col- 
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Iccted  series  of  1,330  cases  revealed  an  in- 
cidence of  Nl^/c,  15%,  and  22%  respective- 
ly(4). 

In  abdominal  actinomycosis  any  organ 
can  be  affected  and  palpable  masses  and 
draining  sinuses  are  common.  The  disease 
usually  extends  by  direct  continuity  but  he- 
matogenous spread  can  occur.  Frequently 
the  disease  has  been  preceded  by  an  ap- 
pendectomy or  by  a perforation  in  the 
gastrointestinal  tract  such  as  in  the  appendix, 
a diverticulum  or  a peptic  ulcer.  Involve- 
ment of  the  liver  is  usually  a secondary  oc- 
currence and  in  122  cases  of  abdominal  ac- 
tinomycosis reported  by  Putnam  this  organ 
was  involved  in  15%  of  the  cases(7).  In- 
fection confined  only  to  the  liver  is  rare 
and  the  diagnosis  is  usually  made  during 
laparotomy  or  at  autopsy.  The  liver  pre- 
sents the  basic  pathology  of  granulomatous 
reaction,  fibrosis  and  abscess  formation. 
The  lesions  appear  as  yellow  areas  due  to 
the  accumulation  of  lipids  in  macrophages 
at  the  edge  of  abscesses.  Extension  can  oc- 
cur into  the  abdominal  wall,  adjacent  vis- 
cera, and  to  the  diaphragm  and  pleural 
cavity. 

The  case  presented  shows  interesting  fea- 
tures regarding  diagnosis  and  therapy.  In- 
tensive studies  failed  to  pinpoint  a specific 
diagnosis  and  the  diagnostic  laparotomy 
yielded  an  unsuspected  diagnosis. 

It  should  be  noted  that  a needle  liver 
biopsy  was  not  diagnostic  in  this  case  nor 
in  a case  of  liver  actinomycosis  reported  by 
\Vruble(8).  Perhaps  a culture  from  a need- 
le specimen  may  be  of  help  when  a needle 
biopsy  of  the  liver  is  made  on  patients  who 
have  fever  of  unknown  etiology. 

The  response  to  massive  penicillin  therapy 
was  remarkable  and  the  patient  remained 


asymtomatic  while  being  kept  on  oral  pen- 
icillin. The  modalities  of  therapy  for  acti- 
nomycosis have  been  reviewed  by  Peabody 
and  penicillin  is  the  drug  of  choice  (9). 
However,  surgical  resection  and  drainage, 
when  possible,  remain  an  important  adjunct 
in  the  therapy  of  the  disease. 

Summary 

A case  of  actinomycosis  of  the  liver  has 
been  presented.  The  value  of  a diagnostic 
laparotomy  and  the  good  response  to  pen- 
icillin were  the  main  features  of  the  case. 
Awareness  of  the  condition  has  been  ad- 
vised since  this  constitutes  the  fourth  re- 
ported case  of  actinomycosis  in  Puerto 
Rico. 

Resumen 

Se  informa  un  caso  de  actinomicosis  del 
hígado.  Se  enfatiza  el  valor  de  la  laparoto- 
mía exploratoria  para  establecer  el  diag- 
nóstico y la  buena  respuesta  de  la  enferme- 
dad a la  penicilina.  Es  importante  recordar 
que  esta  condición  existe  puesto  que  este 
caso  es  el  cuarto  reportado  en  Puerto  Rico. 
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CASE  REPORT 


A T K I A L FI  B R 1 1.  L ATION 
SFCOXDAKV  TO  I:LFCTR1C  SHOCK 


Ramón  H.  Bernnidez,  M.D. 

Manuel  Martinez  Maldonado,  M.D. 


.'Xtrial  fibrillation  may  be  brought  about 
by  many  disease  states.  It  may  also  occur 
spontaneously  in  normal  persons(l)  or  as 
a result  of  chemical  or  physical  agents (2). 
With  the  ubiquitous  use  of  electricity  car- 
diac arrhythmias,  resulting  from  electric 
shock  are  fairly  frequent(3).  Nevertheless, 
reports  about  this  subject  have  been  scanty 
(4,5,6).  Even  with  the  recent  surge  in 
interest  on  the  therapeutic  use  of  electricity 
in  disorders  of  the  cardiac  rhythm,  much  that 
remains  to  be  learned  about  its  effect  on  the 
myocardium  (7) . These  considerations  have 
prompted  us  to  report  the  case  of  a man 
whom  we  recently  observed  and  who  de- 
veloped atrial  fibrillation  after  receiving  an 
electric  shock.  A short  review  of  the  lite- 
rature on  the  subject  has  been  made. 

Case  Report 

A 34  year  old  Puerto  Rican  electrician  was 
brought  to  the  emergency  room  of  this  insti- 

From  the  Medical  Service,  Veterans  Ad- 
ministration Hospital  and  the  Department  of 
Medicine,  University  of  Puerto  Rico  School  of 
Medicine,  San  Juan,  P.  R. 


tution  after  having  suffered  an  electric  shock 
on  December  10,  1964.  He  was  checking  an 
electric  fuse-box  connected  to  a direct  current 
of  440  volts.  Using  his  right  hand  he  manipulat- 
ed a switch  and  received  a severe  jolt.  Luckily, 
with  his  movement,  the  door  of  the  safety  box 
hit  him  on  the  left  side  of  his  forehead  inter- 
rupting the  contact.  The  patient  fell  uncons- 
cious and  remained  so  for  about  three  minutes. 
Upon  regaining  consciousness  he  complained 
of  severe,  excruciating  pain  in  his  neck,  shoul- 
ders and  arms.  He  was  immediately  brought  to 
the  hospital. 

Physical  examination  revealed  a young, 
stocky  man  in  acute  distress.  He  looked  pale 
and  his  skin  was  cold  and  clammy.  Blood  pres- 
sure was  130|90  mm  Hg.;  pulse  150|min  and 
irregular;  respirations  24/min.  and  the  oral 
temperature  96.2'?F.  Examination  of  the  head 
and  neck  revealed  a laceration  above  the  left 
evebrow  and  spasm  of  both  trapezii  in  their 
insertion  into  the  clavicles.  The  eyes,  ears, 
nose,  mouth  and  throat  were  normal.  No  ab- 
normalities were  found  on  examination  of  the 
chest  and  lungs.  The  apex  impulse  of  the  heart 
was  at  the  5th  left  interspace  at  the  midclavi- 
cular  line.  No  thrills  were  palpable.  The 
rhythm  was  irregular  and  pulse  deficit  was 
present.  No  murmurs  were  heard.  The  rest  of 
the  examination  revealed  no  abnormalities. 
There  were  no  burns  in  any  part  of  the  body. 

An  electrocardiogram  taken  upon  admis- 
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sion  confirmed  the  diagnosis  of  atrial  fibril- 
lation. Even  upon  inquiry,  the  patient  was  not 
aware  of  the  arrhythmia ; the  pain  in  his  arms, 
shoulders  and  neck  claimed  all  his  attention. 
In  an  attempt  to  lower  the  ventricular  rate, 
0.8  mg.  of  Lanatoside  C (Cedilanid)  was  given 
intravenously.  Fifty  mg.  of  meperedine  hydro- 
chloride (Demerol)  were  also  administered. 
The  patient  continued  unaware  of  his  arrhyth- 
mia but  with  a pulse  of  120-130/min.  for  the 
following  two  hours.  At  the  end  of  two  hours 
an  additional  dose  of  0.4  mg.  of  Cedilanid  was 
given  intravenously.  Four  hours  after  the  last 
dose  of  Cedilanid,  the  pulse  was  still  irregular 
and  rapid.  At  no  time  did  signs  of  cardiac 
failure  appear.  Fourteen  hours  after  admis- 
sion, his  pulse  was  86/min.  and  regular.  This 
was  corroborated  by  the  electrocardiogram.  He 
continued  to  complain  of  shoulder  pain  which 
was  so  severe  that  morphine  sulfate  had  to 
be  administered.  Three  to  four  days  after  ad- 
mission, the  pain  and  muscular  spasm  improv- 
ed and  they  were  almost  gone  by  the  time  of 
discharge. 

When  the  patient  was  better,  questioning 
revealed  that  he  had  enjoyed  perfect  health 
until  the  day  of  admission.  No  history  of  car- 
diac disease  was  elicited  either  in  the  patient 
or  his  inmediato  family. 

Laboratory  studies : hemoglobin,  16  Gms.  per 
100  ml.  hematocrit,  46% ; white  blood  cell 
count,  20,150/cu  mm  with  a differential  of  79 
neutrophils,  1 band,  9 lymphocytes,  9 mono- 
cytes, 1 eosinophil  and  1 basophil.  Urinalysis 
was  normal  except  for  1 -|-  albumin.  Serum  glu- 
tamic oxaloacetic  transaminase,  23  units;  se- 
rum glutamic  pyruvic  transaminase,  25  units 
and  lactic  acid  dehydrogenase,  610  units.  Sub- 
sequent determinations  of  transaminases  were 
normal  but  the  lactic  dehydrogenase  rose  to 
880  units. 

At  the  time  of  discharge  he  continued  to 
have  normal  sinus  rhythm  and  there  was  no 
clinical  evidence  of  heart  disease. 

Discussion 

According  to  Gossels(3)  currents  of  less 
than  100  mA  do  not  usually  lead  to  death, 


although  disturbances  of  cardiac  rhythm  do 
occur.  This  seems  to  have  been  the  case  in 
our  patient.  The  fact  that  the  contact  was 
short  (probably  less  than  0.2  sec.),  that  his 
hands  and  the  soil  were  dry  and  that  the  cur- 
rent was  a direct  type  probably  accounted 
for  the  relatively  mild  effect  of  the  shock. 
Other  factors,  however,  helped  in  leading 
to  the  development  of  atrial  fibrillation. 
Being  right  handed,  the  pathway  of  the 
electric  current  passed  towards  the  heart 
from  the  right  hand  which  is  more  danger- 
ous than  entrance  through  any  other  ex- 
tremity, presumably  because  of  the  proximi- 
ty of  the  sinus  and  A-V  nodes.  In  addition, 
voltage  was  high,  which  predisposes  to  the 
development  of  cardiac  arrhythmias. 

It  has  been  shown  that  when  the  stimulus 
falls  during  that  part  of  the  relative  refrac- 
tory period  corresponding  to  the  30  msec 
just  preceding  the  apex  of  the  T wave  in 
the  electrocardiogram,  the  susceptibility  to 
the  development  of  ventricular  fibrillation 
is  significantly  increased (8) . The  fact  that 
our  patient  developed  atrial  fibrillation  sug- 
gest that  when  he  w'as  struck  by  the  electric 
current,  his  heart  was  in  another  electrical 
period.  Although  the  exact,  mechanism  for 
the  production  of  auricular  fibrillation  by 
electric  shock  it  not  known,  the  possibility 
exists  that  stimulation  during  the  vulnerable 
period  of  the  atria  could  produce  it.  The 
period  of  vulnerability  for  the  atria  has  been 
demonstrated  to  be  located  during  the  in- 
scription of  the  downslope  of  the  R wave  or 
the  S wave ( 12) . 

Experimental  induction  of  atrial  fibrilla- 
tion is  not  easily  accomplished  by  direct 
stimulation;  however,  it  has  been  observed 
that  during  simultaneous  stimulation  of  the 
vagus  nerve,  the  threshold  of  the  atrium  is 
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reduced  and  fibrillation  is  easily  induced 
(9).  It  has  also  been  proposed  that  the  cur- 
rent could  possibly  provoke  an  imbalance  of 
the  action  current  at  the  level  of  the  cell 
membrane ( 10) . 

We  are  not  able  to  reach  any  conclusion 
as  to  the  mechanism  which  lead  to  atrial 
fibrillation  in  our  patient.  Since  he  was 
standing  quietly  doing  no  particular  effort, 
changes  in  vagal  tone  brought  about  by 
actions  such  as  the  Valsalva  maneuver  are 
unlikely.  The  possibility  that  the  effect  of 
the  electrical  current  in  itself  lead  to  elec- 
tro-biochemical cellular  alterations  and  sub- 
sequently to  fibrillation  seems  more  likely. 

The  severe  neck  and  shoulder  muscle 
pain  was  undoubtedly  due  to  tetanic  con- 
tractions caused  by  the  current.  This  pheno- 
menon, and  leukocytosis  as  seen  in  our  pa- 
tient have  been  previously  recorded  (10,  11). 
The  elevation  in  lactic  acid  dehydrogenase 
without  rise  in  serum  transaminases  brings 
forth  two  possibilities:  1-  that  it  was  a re- 
sult of  the  arrhythmia  itself  or,  2-that  dam- 
age to  lung  tissue  also  occured  as  a result 
of  the  electric  shock. 

The  treatment  of  atrial  fibrillation  pro- 
duced by  electric  shock  does  not  vary  sign- 
ificantly from  the  therapy  of  this  condition 
when  caused  by  other  etiologic  factors. 
Quinidine  is  the  drug  of  choice  for  conver- 
sion when  cardiac  rhythm  remains  irregular 
thus  compromising  normal  cardiovascular 
function.  Digitalis  preparations  may  be  used 
to  lower  the  rate  of  ventricular  response 
and  on  occasions  conversion  to  normal 
sinus  rhythm  occurs  during  digitalization 
(3).  Nevertheless,  as  a rule,  the  rhythm  re- 
turns to  normal  spontaneously  (9).  In  our 
case,  we  cannot  ascertain  whether  spontane- 
ous conversion  occured  or  whether  it  came  as 


a result  of  the  use  of  digitalis.  The  fact  that 
4 hours  after  the  last  digitalis  dose  atrial 
fiblillation  with  a fast  ventricular  rate  persist- 
ed, suggests  that  spontaneous  conversion  did 
occur.  It  is  of  interest  that  electrical  cardio- 
version as  described  by  Town (12)  has  been 
recently  added  to  the  therapeutic  arma- 
mentarium for  the  conversion  of  atrial  fi- 
brillation. 

The  fact  that  our  patient  developed  au- 
ricular fibrillation  from  direct  current  is 
also  an  unusual  aspect  of  our  case.  In  a 
recent  study.  Town  and  his  associates ( 13) , 
found  that  auricular  fibrillation  was  the 
commonest  type  of  arrhythmia  found 
in  dogs  on  whom  repeated  countershocks 
with  alternating  current  were  performed. 
Nevertheless,  it  was  not  obtained  when  direct 
current  was  used. 

As  in  other  reported  cases  with  no  pre- 
viously detectable  heart  disease,  the  electro- 
cardiagram  in  our  patient  returned  to  nor- 
mal after  termination  of  the  arrhythmia. 

Summary 

The  case  of  a man  who  developed  atrial 
fibrillation  after  having  suffered  an  electric 
shock  IS  reported.  The  possible  mechanisms 
for  the  production  of  the  arrhythmia  are 
discussed.  Recovery  in  our  patient  was  com- 
plete. 

Resumen 

Se  informa  el  caso  de  un  hombre  que 
desarrolló  fibrilación  atrial  después  de  haber 
sufrido  una  descarga  eléctrica.  Los  posibles 
mecanismos  envueltos  en  la  producción  de 
esta  arritmia  se  discuten  al  igual  que  su 
tratamiento.  El  paciente  recobró  totalmente. 
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SECCION  RESUMENES 

Editor:  Rafael  Sorrentino,  M.D. 


Agranulocytosis  is  Caused  by  Chlorpropamide 

( Agranulocitosis  causada  por  clorpropamida)  In- 
forme de  un  caso  confirmado  por  estudios  de  leuco- 
aglutinación.  Drs.  Henry  E.  Hamilton,  Raymond 
F.  Sheets,  J.  H.  Stein  Escuela  de  Medicina  de  la 
Universidad  del  Estado  de  lowa.  Arch  Int.  Med. 
113:  186,  196^. 

Los  hipoglicémicos  orales  han  facilitado  el 
tratamiento  de  la  diabetes  mellitus.  El  prime- 
ro de  estos  compuestos,  la  carbutamida,  resultó 
tóxico  ocasionando  varias  muertes.  Más  tar- 
de surgieron  otros  compuestos  químicamen- 
te similares  y más  seguros. 

Los  estudios  clínicos  iniciales  con  clorpro- 
pamida señalan  la  anorexia,  náusa,  vómitos, 
debilidad  muscular,  urticaria,  hipoglicemia  y 
ocasionalmente  ictericia  como  efectos  secunda- 
rios. Además  la  leucopenia  fué  reportada  y se 
hallaba  que  remitía  después  de  descontinuar 
la  droga. 

En  los  últimos  dos  años  se  reportaron  dos 
casos  de  agranulocitosis  debido  a la  clorpropa- 
mida (Diabinese)  y recientemente  otro  más, 
mientras  que  hasta  el  presente  hay  solo  uno 
debido  a la  tolbutamida  (Orinase). 

El  caso  reportado  es  el  de  una  mujer  de 
70  años,  diabética,  quien  estaba  recibiendo 
clorpropamida  (100  mg  diarios).  Cuatro  se- 
manas antes  de  ser  admitida,  desarrolló  un  cua- 
dro febril  que  no  mejoró  con  tratamiento  a 
base  de  clortetraciclina.  Cuatro  días  antes  de 
su  admisión  tenía  un  contaje  de  leucocitos  de 
2000 lmm^  Se  le  diagnosticó  una  neumonía  lo- 
bar. Un  día  antes  de  su  admisión  el  con  taje 
de  células  blancas  bajó  a 750/mm3.  Se  encon- 
tró una  médula  hipocelular  con  disminución 
de  los  megacariocitos,  plaquetas  y elementos 
eritfoides.  A pesar  del  tratamiento  con  antibió- 
ticos (cloramf enicol)  la  enferma  murió. 


Se  hicieron  estudios  para  determinar  la 
presencia  de  leucoaglutininas  observándose  que 
“in  vitro”  la  adición  de  clorpropamida  acen- 
tuaba marcadamente  la  reacción  de  aglutina- 
ción de  las  plaquetas. 

En  cuanto  a como  actúan  las  leucoaglutini- 
nas se  formula  que  la  droga  actúa  como  un 
hapteno  y se  combina  con  las  proteínas  del 
suero,  el  paciente  se  sensitiza  a este  complejo 
y desarrolla  anticuerpos  contra  ese  antígeno. 
El  antígeno  es  absorbido  por  los  leucocitos; 
entonces . se  combina  con  los  anticuerpos  re- 
sultando la  aglutinación.  Esto  dá  como  resul- 
tado una  hiperplasia  mieloide  de  la  médula 
ósea  y eventualmente,  si  el  proceso  continúa, 
un  agotamiento  medular. 

Una  modificación  de  este  concepto  postula 
que  la  droga  se  combina  con  los  leucocitos 
y actúa  como  un  antígeno  completo.  En  cual- 
quier instancia  el  anticuerpo  es  activo  única- 
mente en  la  presencia  de  la  droga.  Es  también 
probable  que  la  reacción  inmunológica  se  lleve 
a cabo  en  la  médula  ósea  causando  la  dismi- 
nución de  los  elementos  granulocíticos. 

Francisco  Rodríguez  de  la  Obra,  M.  D. 

Problems  in  Diagnosing  Osteoarticular  Tubercu- 
losis (Problemas  en  el  diagnóstico  de  la  tuberculosis 
osteoarticular)  David  D.  Hunt,  M.  D.,  Palo  Alto, 
Calif.  J.A.M.A.  190:  98,  1964. 

Se  presentan  5 casos  de  tuberculosis  osteo- 
articular como  problemas  diagnósticos,  porque 
en  un  principio  se  pensó  que  tuvieran  otra  en- 
fermedad. Se  citan  varios  factores  como  causa 
del  retraso  en  el  diagnóstico  correcto  como: 
localización  poco  frecuente  de  la  tuberculosis, 
falta  de  lesiones  pulmonares  infecciones  pió- 
genas  secundarias  y la  ausencia  de  signos 
roentgenológicos  clásicos. 
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Ninguno  de  los  pacientes  tuvo  evidencia 
de  lesiones  pulmonares  activas.  Los  exudados 
fueron  negativos  para  bacilos  ácido-resistentes 
en  los  pacientes  con  fístulas.  Los  recuentos  he- 
matológicos  fueron  normales.  El  PPD  fue  po- 
sitivo en  los  cuatro  pacientes  en  los  cuales  se 
hizo.  La  velocidad  de  sedimentación  estaba 
elevada  en  los  casos  en  que  se  practicó.  Una 
biopsia  en  cada  caso  demostró  formación  de 
granulomas  típicos  de  tuberculosis  y demostró 
por  cultivo  el  bacilo. 

El  diagnóstico  precoz  de  la  tuberculosis  os- 
teoarticular  es  importante  para  tratar  de  pre- 
ver daño  extensivo  de  huesos  y cartílagos. 
La  evolución  de  esta  enfermedad  es  insidiosa 
y pequeña  y a veces  cuando  se  vé  al  paciente 
por  primera  vez  ya  hay  lesiones  avanzadas. 
Las  impresiones  diagnósticas  más  corrientes 
fueron  alteraciones  neuropáticas,  neoplasia  y 
osteomelitis  piogénica. 

Hay  varias  razones  por  las  cuales  no  se 
piensa  en  tuberculosis  en  estos  casos:  (1)  la 
incidencia  de  tuberculosis  osteoarticular  está 
disminuyendo  y no  hay  gran  experiencia  clí- 
nica en  estos  casos;  (2)  la  naturaleza  de  este 
tipo  de  tuberculosis  puede  que  esté  cambiando 
como  lo  indican  recientes  reportajes  y esté 
afectando  a pacientes  de  edad  más  avanzada 
y que  las  localizaciones  sean  en  lugares  poco 
típicos.  (Las  localizaciones  más  típicas  según 
La  Fond  son  la  columna  vertebral,  sacroilíaca, 
rodillas  y caderas)  ; (3)  al  no  tener  lesiones 
pulmonares  muchos  médicos  ya  no  piensan  en 
tuberculosis  y se  mal-interpretan  las  lesiones; 
(4)  los  signos  radiológicos  clásicos  de  atrofia 
ósea  regional,  pérdida  de  densidad  de  la  cor- 
teza articular  y la  preservación  relativa  del 
cartílago  interartícular  faltan  en  algunos,  o 
son  poco  marcados. 

A la  historia  clínica  y examen  físico  se 
añade  el  valor  relativo  del  PPD,  el  estudio 
bacteriológico  (que  puede  ser  muy  engañoso), 
la  interpretación  radiológica,  la  velocidad  de 
sedimentación  y entonces  proceder  sin  demora 
a una  biopsia  que  es  el  procedimento  final  y el 
que  nos  confirma  el  diagnóstico. 

Angel  R.  García-Marín,  M.  D. 


Absorption  of  Medium  Chain  Triglycerides  in 
Tropical  Sprue  (Absorción  de  trigliceridos  de 
cadena  mediana  en  esprú  tropical)  Cando,  M., 
Menendez-Corrada,  R.  Proc.  Soc.  Exper.  Biol. 
& Med.  117:  182,  1961^ 

El  objeto  de  esta  investigación  es  la  de- 
terminación de  la  capacidad  de  los  pacientes 
con  espru  tropical  para  absorber  triglicéridos 
de  cadena  mediana,  ya  que  es  sabido  que  estos 
pacientes  señalan  una  disminución  en  su  ca- 
pacidad para  absorber  triglicéridos  naturales 
de  origen  animal  en  los  cuales  los  ácidos  gra- 
sos de  18  carbones  predominan.  Ocho  pacientes 
con  espru  tropical  fueron  puestos  en  una  dieta 
patrón  conteniendo  grasas  animales  y vegeta- 
les de  cadena  larga  y luego  sustituyendo  la 
misma  isocalóricamente  por  triglicéridos  de 
cadena  media  (TCM).  Esteatorrea  fue  eviden- 
te durante  la  ingestión  de  la  primera  dieta. 
Esta  desapareció  cuando  la  grasa  fue  cam- 
biada por  TCM.  Usualmente,  le  tomó  alrede- 
dor de  3 días  a los  pacientes  para  adaptarse 
a la  dieta  TCM.  La  ingestión  de  TCM  fue 
acompañada  por  un  aumento  en  los  niveles 
de  colesterol,  B-lipoproteínas  y lípidos  totales 
en  el  suero.  La  absorción  de  TCM  promovió 
un  mejor  apetito  y aumento  en  peso.  Al  des- 
continuar la  dieta  de  TCM  todos  los  cam- 
bios notados  anteriormente  revertieron  a va- 
lores anormales.  Los  resultados  de  este  expe- 
rimento sugieren  que  triglicéridos  de  cadena 
mediana  pueden  tener  un  sitio  en  el  manejo 
de  pacientes  con  esprú. 

M.  C.  Miranda,  M.D. 

Diagnostic  value  ot  Alkaline  Phosphatase  in 
Leukocytes  (Valor  diagnóstico  de  la  fosf atasa 
alcalina  de  los  leucocitos)  Martinez-Maldonado,  M. , 
Menéndez-Corrada,  R.,  y Rivera  de  Sala,  A.  Am.  J. 
Med.  Sci.  2^8:  175,  196!t  Veterans  Administration 
Hospital,  San  Juan,  Puerto  Rico. 

Un  estudio  de  882  extendidos  de  sangre 
fue  conducido  en  el  Hospital  de  la  Adminis- 
tración de  Veteranos  de  1958  a 1963  con  el  pro- 
pósito de  determinar  la  actividad  de  la  fosfa- 
tasa  alcalina  de  los  leucocitos  en  diferentes  en- 
tidades clínicas.  Sirvió  él  mismo  para  corro- 
borar el  valor  práctico  de  la  prueba  en  el  diag- 
nóstico de  leucemia  granulocítica  crónica  (va- 
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lor  de  0)  ; reacción  leucemoide  y policitemia 
rubra  vera  (valores  usuales  sobre  200).  Se  ob- 
tuvieron valores  normales  de  5 a 70  según  el 
sistema  de  Kaplow  en  casos  de  esprú  y Es- 
quistosomiasis  mansoni.  Niveles  bajos  (0-4) 
para  los  cuales  no  se  encontró  una  explica- 
ción satisfactoria  fueron  hallados  en  algunos 
casos  de  diabetes  mellitus,  gota  y enfermedad 
congestiva  del  hígado.  Niveles  altos  (96-244) 
fueron  encontrados  en  la  enfermedad  de 
Hodgkin,  cardiopatías  y cirrosis  hepática.  Al 
presente  hay  poco  conocimiento  directo  de  la 
función  específica  de  esta  enzima;  sin  em- 
bargo este  estudio  demuestra  la  utilidad  prác- 
tica de  esta  prueba. 


vez  adquirida  la  infección.  La  solución  de  este 
problema  puede  estar  en  la  utilización  de 
suero  antitetánico  homólogo  (humano)  que 
tiene  una  vida  media  10  veces  más  larga  que 
los  sueros  heterólogos  y su  efecto  protector 
se  puede  conseguir  con  una  décima  parte  de 
la  dosis.  Aún  no  se  sabe  como  interfiere  éste 
con  el  toxoide. 

F.  Jaume-Anselmi,  M.  D. 


M.  C.  Miranda,  M.  D. 


Active  and  Passive  Tetanus  Immunization  {Inmu- 
nización activa  y pasiva  contra  el  tétano)  Eckmann, 
L.  New  Eng.  J.  Med.  271:  1087-1091,  196U- 
Bern,  Switzerland 

El  autor  recomienda  tres  inyecciones  de 
toxoide  para  conferir  una  inmunidad  activa 
adecuada,  ya  que  de  los  individuos  que  reci- 
ben dos  inyecciones  aproximadamente  un  10% 
queda  sin  proteger.  La  inmunidad  puede  du- 
rar de  uno  a dos  años  dependiendo  del  tipo 
de  toxoide  utilizado. 

El  único  modo  de  inducir  y a la  vez  garan- 
tizar una  inmunidad  prolongada  es  por  medio 
de  inyecciones  de  recuerdo  o “booster”.  Estas 
se  recomiendan  cada  5 años.  En  caso  de  he- 
ridas se  aconseja  un  “booster”  si  han  pasado 
más  de  18  meses  desde  la  última  inyección 
de  toxoide.  Aún  después  de  25  años  se  con- 
sigue inmunización  adecuada. 

Nunca  se  debe  administrar  suero  antite- 
tánico a aquellos  pacientes  que  han  estado 
previamente  vacunados,  basta  con  la  inyec- 
ción única  de  toxoide.  Solamente  en  los  no 
previamente  vacunados  se  puede  administrar 
conjuntamente  el  toxoide  y suero  antitetánico 
sin  que  interfiera  en  la  inmunización  activa. 

Afirma  el  autor  que  no  hay  modo  de  ga- 
rantizar la  protección  de  los  no  vacunados  una 
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NOTICIAS 

Nacionales 

THE  AMERICAN  COL- 
LEGE OF  CARDIOLOGY  announces  an  of- 
ficial postgraduate  tutorial  program  in  Car- 
diology to  be  held  in  the  Institute  for  Cardio- 
Pulmonary  Diseases  of  the  Scripps  Clinic 
and  Research  Foundation,  La  Jolla,  Califor- 
nia. The  program  will  last  9 months  and  will 
be  an  intensive,  full  time,  planned  cur- 
riculum for  the  special  purpose  of  instruc- 
tion of  the  physician  in  the  field  of  Car- 
diology. It  will  be  opened  to  physicians  from 
USA  and  abroad.  Tuition,  $1,000.00. 

For  information,  write:  Administrative 
Assistant,  Institute  for  Cardio-Pulmonary 
Diseases,  The  Scripps  Clinic  and  Research 
Foundation,  La  Jolla,  California. 

THE  U.  S.  DEPARTMENT 
OF  HEALTH,  EDUCATION,  AND  WEL- 
FARE, PUBLIC  HEALTH  SERVICE,  an- 
nounces : 

“Coronary  Care  Units,”  the  first  publica- 
tion to  describe  specialized  intensive  care 
units  for  acute  myocardial  infarction  pa- 
tients, has  been  issued  by  the  Heart  Disease 
Control  Program  of  the  Public  Health  Ser- 
vice, U.  S.  Department  of  Health,  Education 
and  Welfare. 

The  new  40-page  brochure  is  directed  to 
hospital  administrators  and  health  profes- 
sionals concerned  with  hospital  care  follow- 
ing heart  attacks.  It  covers  new  concepts 
of  ‘round-the-clock’  electronic  monitoring, 
staffing  pattern  for  medical  and  nursing 
personnel,  and  outlines  the  nurse  training 
required  for  effective  service  in  the  special- 
ized unit.  As  a further  aid  in  planning,  it 
includes  suggested  designs  for  4-  and  5- 
bed  coronary  care  units  and  discusses  exist- 
ing equipment. 

The  brochure  indicates  that  cardiac  stand- 
still and  potentially  lethal  disturbances  of 
heart  rhythm  can  be  detected  and  treated 
promptly  in  coronary  care  units.  It  is  believ- 
ed that  the  salvaging  of  “hearts  too  good  to 


die”  can  substantially  reduce  the  present 
post-infarction  death  rate,  which  currently 
runs  to  nearly  one-third  of  hospitalized 
cases. 

Single  copies  of  “Coronary  Care  Units” 
are  available  without  charge  from  the  Pu- 
blic Health  Service,  Washington,  D.  C. 
20201.  Copies  may  also  be  purchased  from 
the  Superintendent  of  Documents,  U.  S. 
Government  Printing  Office,  Washington, 
D.  C.,  20402,  at  twenty  cents  a copy  or 
$15.00  per  hundred. 

June  7-11,  1965  AMERICAN  COLLEGE  OF 
PHYSICIANS’  POSTGRADUATE  COUR- 
SE — Basic  Principles  in  Internal  Medicine, 
State  University  of  Iowa,  Iowa  City,  Iowa; 
William  B.  Bean,  M.  D.,  F.A.C.P.,  Director; 
William  E.  Connor,  M.  D.,  F.A.C.P.,  As- 
sociate Director. 

Tuition  fees:  Members,  $60.00;  Nonmem- 
bers, $100.00.  Registration  forms  and  re- 
quests for  information  are  to  be  directed  to: 
Edward  C.  Rosenow,  Jr.,  M.  D.  Executive 
Director,  The  American  College  of  Physi- 
cians, 4200  Pine  Street,  Philadelphia,  Pa., 
19104. 

June  9-11,  1965  AMERICAN  COLLEGE  OF 
PHYSICIANS’  POSTGRADUATE  COUR- 
SE— The  Hemodynamic  Basis  for  ausculta- 
tion, New  York  University  Medical  Center, 
New  York,  N.  Y.;  J.  Scott  Butterworth, 
M.D.,  F.A.C.P,  Director;  Edmund  H.  Rep- 
pert,  M.  D.,  (Associate),  Co-Director. 

Tuition  fees:  Members,  $60.00;  Non- 
members, $100.00.  Registration  forms  and 
requests  for  information  are  to  be  directed 
to:  Edward  C.  Rosenow,  Jr.  M.  D.,  Execu- 
tive Director,  The  American  College  of  Phy- 
sicians, 4200  Pine  Street,  Philadelphia,  Pa., 
19104. 

June  14-18,  1965  AMERICAN  COLLEGE  OF 
PHYSICIANS’  POSTGRADUATE  COUR- 
SE— Hematology  for  internists,  in  the  light 
of  recent  developments.  University  of  Ro- 
chester School  of  Medicine,  Rochester,  N.  Y.; 
Lawrence  E.  Young,  M.  D.,  F.A.C.P.,  and 
Scott  N.  Swisher,  Jr.,  M.  D.,  F.A.C.P.,  Co- 
Directors. 
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Tuition  fees:  Members,  $60.00;  Nonmem- 
bers, $100.00.  Registration  forms  and  re- 
quests for  information  are  to  be  directed  to: 
Edward  C.  Rosenow,  Jr.,  M.  D.,  Executive 
Director  The  American  College  of  Physi- 
cians, 4200  Pine  Street,  Philadelphia,  Pa., 
19104. 

June  20,  1965  Dr.  Robert  Kaplan,  Consultant 
in  Health  and  Fitness  of  the  American  Med- 
ical Association,  announces  that  the  7th 
ANNUAL  AMA-ASHA  PRECONVEN- 
TION SESSION  ON  SCHOOL  HEALTH 
will  be  held  on  the  evening  of  June  20,  1965 
in  conjunction  with  the  AMA  Annual  Con- 
vention in  New  York  City.  He  wishes  to 
invite  all  physicians,  educators,  nurses, 
dentists  and  other  related  professionals 
who  are  interested  in  school  health  pro- 
grams to  attend. 

ANNUAL  GOLD  MEDAL 
AWARD  CONTEST.  The  Academy  of 
Psychosomatic  Medicine  announces  the  An- 
nual Gold  Medal  Award  contest  for  the  best 
paper  (not  over  4,000  words)  on  a clinical 
or  research  subject  in  the  field  of  psychoso- 
matic medicine. 

The  winner  will  receive  the  Gold  Medal 
and  deliver  his  paper  at  the  12th  Annual 
Convention  of  the  Academy  of  Psychosomat- 
ic Medicine  in  Chicago,  Illinois,  October, 
1965,  and  the  paper  will  be  published  in 
Psychosomatics  the  official  journal  of  the 
Academy. 

The  winner’s  travel  expenses  will  be  paid 
to  and  from  the  meeting.  The  committee  re- 
serves the  right  to  submit  all  articles  in- 
cluding the  winning  entry,  to  PSYCHOSO- 
MATICS, the  official  Academy  journal. 
Manuscripts  not  accepted  for  publication  by 
PSYCHOSOMATICS  will  be  returned  to 
their  authors. 

The  deadline  date  for  submission  of  man- 
uscripts is  July  1,  1965. 

For  full  particulars  write  to  Benjamin 
Schneider,  M.  D.,  Chairman,  123  E.  Market 
Street,  Danville,  Pa. 

Oct.  30,  1965  THE  ANNUAL  OTOLARYN- 
GOLOGIC ASSEMBLY  OF  1965  will  be 


held  October  30  through  November  5,  in 
the  new  Illinois  Eye  and  Ear  Infirmary  at 
the  Medical  Center,  Chicago.  The  Depart- 
ment of  Otolaryngology  of  the  University 
of  Illinois  College  of  Medicine  offers  a con- 
densed postgraduate  basic  and  clinical  pro- 
gram for  practicing  otolaryngologists  under 
the  direction  of  Doctor  Emanuel  M.  Skolnik. 
It  is  designed  to  bring  to  specialists  current 
information  in  medical  and  surgical  otorhin- 
olaryngology. 

Interested  physicians  should  direct  com- 
munications to  the  mailing  address: 

Department  of  Otolaryngology 
College  of  Medicine  of  the 
University  of  Illinois  at  the 
Medical  Center,  Chicago 
P.  O.  Box  6998 
Chicago,  Illinois  60680 

Nov.  1-5,  1965  AMERICAN  COLLEGE  OF 
PHYSICIANS’  POSTGRADUATE  COUR- 
SE— Psychiatry  for  the  Internist,  Universi- 
ty of  Colorado  Medical  Center,  Denver, 
Colo.;  Herbert  S.  Gaskill,  M.  D.,  F.  A.  C.  P., 
Director. 

Tuition  fees:  Members,  $60.00;  Nonmem- 
bers, $100.00.  Registration  forms  and  re- 
quests for  information  are  to  be  directed 
to:  Edward  C.  Rosenow,  Jr.,  M.  D.,  Exe- 
cutive Director,  The  American  College  of 
Physicians,  4200  Pine  Street,  Philadelphia, 
Pa.,  19104. 

Nov.  5,  1965  INTERNATIONAL  COLLEGE 
OF  SURGEONS  REGIONAL  MEETING, 
Urbana,  Illinois  State  Division. 

Dec.  8-10,  1965  SECOND  NATIONAL  SYM- 
POSIUM ON  COCCIDIOIDOMYCOSIS  will 
be  held  on  December  8,  9,  10,  1965,  on  Del 
E.  Webb  Towne  House,  Phoenix,  Arizona. 
For  further  information,  contact:  Arizona 
Tuberculosis  and  Health  Association,  Inc., 
733  West  McDowell  Road,  Phoenix,  Arizona 
85007. 

Internacionales 

June  16-19,  1965  INTERNATIONAL  COL- 
LEGE OF  SURGEONS  EUROPEAN  FE- 
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DERATION  CONGRESS  will  be  held  on 
Helsinki,  Finland,  June  16-19,  1965. 

July  5,  1965  INTERNATIONAL  COLLEGE 
OF  SURGEONS  NEW  ENGLAND  AND 
EAST  CANADIAN  REGIONS  MEETING 
will  be  held  on  June  30-July  5,  1965,  on 
Mont  Gabriel,  Quebec,  Canada. 

July  22-24,  1965  INTERNATIONAL  COL- 
LEGE OF  SURGEONS  GUANABARA 
DIVISION  MEETING  will  be  held  on  Rio 
de  Janeiro,  Brazil. 

Oct.  1-4,  1966  INTERNATIONAL  COL- 

LEGE OF  SURGEONS  INTERNATIONAL 
BIENNIAL  CONGRESS  wil  be  held  on 
Mexico  City,  Mexico. 

Oct.  4-11,  1968  INTERNATIONAL  OF 

SURGEONS  INTERNATIONAL  BIEN- 
NIAL CONGRESS  will  be  held  on  Tokyo, 
Japan. 

Fall  1970  INTERNATIONAL  COLLEGE 
OF  SURGEONS  INTERNATIONAL  BIEN- 
NIAL CONGRESS  will  be  held  on  Paris, 
France,  on  fall,  1970. 

Locales 

Ago.  4-6.  CURSILLO  PARA  GENERALIS- 
TAS  — La  Escuela  de  Medicina  de  la  Uni- 
versidad de  Puerto  Rico  se  complace  en 
anunciar  el  próximo  Cursillo  para  médicos 
generalistas.  Este  se  llevará  a cabo  en  el 
anfiteatro  del  Hospital  Universitario  del  4 
al  6 de  agosto  de  1965.  Para  mayor  infor- 
mación favor  de  comunicarse  con  la  Ofici- 
na del  Decano,  Escuela  de  Medicina,  San 
Juan,  P.  R.  El  programa  se  circula  próxi- 
mamente a todos  los  médicos  de  Puerto  Rico. 

ESCUELA  DE  RECORDS 
MEDICOS  — El  Departamento  de  Medici- 
na Preventiva  y Salud  Pública  de  la  Escue- 
la de  Medicina  de  Puerto  Rico  inició  en 
agosto  de  1964  un  nuevo  programa  educa- 
tivo de  Ciencias  en  Récords  Médicos.  Este 
programa  se  originó  en  Puerto  Rico  en  el 
1952,  auspiciado  por  el  Departamento  de 
Salud,  donde  funcionó  hasta  1964  que  fue 


transferido  al  Depto.  de  Medicina  Preven- 
tiva y Salud  Pública  de  la  Escuela  de  Me- 
dicina de  Puerto  Rico. 

El  propósito  de  este  programa  es  el 
adiestramiento  profesional  de  Bibliotecarios 
de  Récords  Médicos.  Este  profesional  rinde 
una  labor  importantísima  dirigiendo  los 
servicios  de  récords  médicos  en  los  hospi- 
tales y otras  agencias  médico-hospitalarias. 
Esta  profesión  es  relativamente  nueva  en 
el  campo  de  la  medicina  y ofrece  amplio 
campo  de  trabajo  para  las  personas  que 
gustan  de  dedicar  sus  conocimientos  y des- 
trezas al  servicio  de  la  Salud  Pública. 

Los  requisitos  mínimos  de  admisión  son 
los  siguientes:  Poseer  el  grado  de  bachiller 
de  una  universidad  reconocida  y haber 
aprobado  los  cursos  de  Zoología  General, 
Fisiología  Humana  y Anatomía  Humana. 

La  Escuela  de  Récords  Médicos  está  acre- 
ditada por  las  agencias  acreditadoras  de 
este  tipo  de  programa  educativo  — la  Aso- 
ciación Médica  Americana  en  colaboración 
con  la  Asociación  Americana  de  Bibliote- 
carios de  Récords  Médicos.  Los  graduados 
de  este  programa  son  elegibles  a coger  el 
examen  de  “Registration”  que  ofrece  la 
Asociación  Americana  de  Bibliotecarios  de 
Récords  Médicos,  que  da  status  de  profe- 
sional al  Bibliotecario  de  Récords  Médicos. 

Actualmente  hay  6 estudiantes  las  cua- 
les se  graduarán  el  próximo  mes  de  julio; 
4 de  éstas  son  becadas  por  el  gobierno  mu- 
nicipal de  San  Juan  y 2 son  becadas  por 
el  Departamento  de  Salud  de  Puerto  Rico. 

El  programa  se  inicia  en  agosto  y se  ex- 
tiende por  12  meses  cubriendo  los  siguientes 
cursos:  Terminología  Médica,  Fundamentos 
en  Ciencias  Médicas,  Organización  y Ad- 
ministración, Ciencias  en  Récords  Médicos, 
Aspectos  Médico-Legales  del  Récord  Médi- 
co, Problemas  Administrativos  de  Récords 
Médicos  y Práctica  Supervisada.  En  la  ac- 
tualidad los  cursos  se  ofrecen  sin  crédito 
universitario  hasta  tanto  el  organismo  co- 
rrespondiente de  la  Universidad  de  Puerto 
Rico  haga  la  determinación  final  al  res- 
pecto. 

La  escuela  es  dirigida  por  la  Sra.  Olga 


Noticias 


Voiumtn  57 

240  Xúmfro  4 


García,  de  la  facultad  del  Departamento  de 
Medicina  Preventiva  y Salud  Pública.  La 
siguiente  facultad  colabora  con  la  Sra.  Gar- 
cía, en  la  enseñanza  de  las  estudiantes:  Dr. 
Kenneth  Ramírez,  Dr.  Manuel  Rebuelta,  Sr. 
Sigifredo  Martínez,  Lie.  Adelaida  Souf- 
front,  Sr.  Hirám  Yunque  Martínez  y otros 
distinguidos  miembros  de  la  facultad  médi- 
ca del  Hospital  de  Distrito  Universitario  y 
del  Departamento  de  Medicina  Preventiva 
y Salud  Pública  de  la  Escuela  de  Medicina 
de  Puerto  Rico. 

Las  personas  interesadas  y que  reúnan 
los  requisitos  de  admisión,  pueden  pedir 
más  información  a la  siguiente  dirección; 
Oficial  de  Admisiones,  Departamento  de 
Medicina  Preventiva  y Salud  Pública,  Es- 
cuela de  Medicina,  San  Juan,  Puerto  Rico. 

A NATIONAL  PROGRAM 
TO  CONQUER  HEART  DISEASE,  CAN- 
CER AND  STROKE  — VOLUME  II,  Re- 
port by  The  President’s  Commission  on 
Heart  Disease,  Cancer  and  Stroke.  The 
second  volume  of  the  report  of  the  Presi- 
dent’s Commission  on  Heart  Disease,  Can- 
cer and  Stroke  publishes  full  reports  of 
the  subcommittees  and  the  source  papers, 
prepared  by  staff  members.  This  material 
is  based  on  testimony  of  expert  witnesses 
and  intense  study  of  the  literature.  It  pro- 
vides guidelines  and  fresh  data  for  the 
aims  of  State  health  departments,  schools 
of  the  health  professions,  municipal  govern- 
ments, research  institutions,  hospitals, 
foundations,  and  voluntary  organizations. 
The  papers  open  new  pathways  of  research 
and  health  practice.  In  addition  to  subcom- 
mittee reports  and  staff  papers  on  heart 
disease,  cancer,  stroke,  research,  rehabili- 
tation, manpower,  communications,  and 
facilities,  this  volume  contains  a monumen- 
tal report  on  the  economic  costs  of  cardio- 
vascular diseases  and  cancer  and  a sum- 
mary of  a conference  of  experts  on  the 
economics  of  medical  research.  1965. 
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If  interested,  order  from: 

Superintendent  of  Documents 
Government  Printing  Office 
Washington,  D.  C.  20402 
Advice  to  Authors 

The  American  Medical  Association  has 
prepared  a guide  for  physicians  who  plan 
to  submit  manuscripts  to  any  of  the  As- 
sociation’s ten  specialty  journals.  This 
guide  will  help  you  a great  deal  if  you  are 
planning  to  submit  manuscripts  for  publi- 
cation in  practically  any  scientific  medical 
journal. 

If  you  are  interested  in  obtaining  a copy 
of  this  booklet  write  to : 

Junta  Editora 

Boletín  Asociación  Médica  de 
Puerto  Rico 
Apartado  9111 

Santurce,  Puerto  Rico  00908 

ASAMBLEA  ANUAL.  El 
Comité  de  Programación  Científica  del 
Consejo  Científico  desea  informar  a la  ma- 
trícula en  general  que  todos  aquellos  médi- 
cos interesados  en  presentar  trabajos  du- 
rante la  Asamblea  Anual  de  noviembre  se 
sirvan  así  comunicárnoslo  con  anterioridad 
al  15  de  julio  de  1965. 

Los  interesados  deben  enviar  el  título  de 
la  presentación,  los  autores  del  mismo  y 
una  corta  reseña  del  tema  a discutirse. 

Como  en  años  anteriores,  las  presenta- 
ciones se  limitarán  estrictamente  a 20  mi- 
nutos. Será  requisito  indispensable  que  los 
autores,  antes  de  la  fecha  de  la  presenta- 
ción, sometan  una  copia  terminada  y co- 
rregida a ser  considerada  por  la  Junta  Edi- 
tora del  Boletín  para  fines  de  publicación. 


Instrucciones  para  los  Autores: 

El  Boletín  acepta  para  su  publicación 
artículos  relativos  a medicina  y cirugía  y las 
ciencias  afines.  Igualmente  acepta  artículos 
especiales  y correspondencia  que  pudiera  ser 
de  interés  general  para  la  profesión  médica. 

El  artículo,  si  se  aceptara,  será  con  la  con- 
dición de  que  se  publicará  únicamente  en  esta 
revista. 

Para  facilitar  la  labor  de  revisión  de  la 
Junta  Editora  y del  impresor,  se  requiere  de 
los  autores  que  sigan  las  siguientes  instruc- 
ciones: 

a)  Los  trabajos  deberán  estar  escritos  a 
máquina  a doble  espacio  y por  un  solo  lado  de 
cada  página,  en  duplicado  y con  amplio  mar- 
gen. 

b)  En  página  separada  debe  incluirse  lo 
siguiente:  título  (no  excediendo  de  80  letras  y 
espacios),  nombre  del  autor  (es),  institución 
y dirección  postal  del  autor. 

c)  Artículos  referentes  a resultados  de 
estudios  clínicos  o investigaciones  de  laborato- 
rio deben  organizarse  bajo  los  siguientes  en- 
cabezamientos: (1)  introducción,  (2)  material 
y métodos,  (3)  resultados,  (4)  discusión,  (5) 
resumen  (en  español  e inglés),  y (6)  refe- 
rencias. 

d)  Artículos  referentes  a estudios  de  casos 
aislados  deben  organizarse  en  la  siguiente  for- 
ma; (1)  introducción,  (2)  observaciones  del 
caso,  (3)  discusión,  (4)  resumen  (en  español 
e inglés),  (5)  referencias. 

e)  Las  tablas,  notas  al  calce  y leyendas 
deben  aparecer  en  hojas  separadas. 

f)  Si  un  artículo  ha  sido  leído  en  alguna 
reunión  o congreso,  así  debe  hacerse  constar 
como  una  nota  al  calce. 

g)  Deben  usarse  los  nombres  genéricos  de 
los  medicamentos.  Podrán  usarse  también  los 
nombres  comerciales,  entre  paréntesis,  si  así 
se  desea. 

h)  Se  usará  con  preferencia  el  sistema 
métrico  de  pesos  y medidas. 

i)  Las  fotografías  y microfotografias  se 


someterán  como  copias  en  papel  de  lustre  sin 
montar.  Los  dibujos  y gráficas  deben  prepa- 
rarse a tinta  negra  y en  papel  blanco.  Todas 
las  ilustraciones  deben  estar  numeradas  (nú- 
meros arábigos)  e indicar  la  parte  superior 
de  las  mismas.  Debe  escribirse  una  leyenda 
para  cada  ilustración. 

j)  Las  referencias  deben  ser  numeradas 
sucesivamente  de  acuerdo  con  su  aparición  en 
el  texto.  Los  siguientes  ejemplos  pueden  servir 
de  modelo: 

6.  Koppisch,  E.  Pathology  of  arterios- 
clerosis. Bol.  Asoc.  Med.  P.  Rico  46: 
505,  1954.  (artículo  de  revista). 

4.  Wintrobe,  M.  M.  Clinical  Hematology, 
3rd  Ed.  Lea  and  Febiger,  Philadel- 
phia, 1952,  p.  67.  (libro). 

Deben  usarse  solamente  las  abreviaturas  in- 
dicadas en  el  Cumulative  Index  Medicus  que 
publica  la  Asociación  Médica  Americana. 

Instructions  to  Authors: 

The  Boletín  will  accept  for  publication  con- 
tributions relating  to  the  various  areas  of  me- 
dicine surgery  and  allied  medical  sciences. 
Special  articles  and  correspondence  on  sub- 
jects of  general  interest  to  physicians  will  also 
be  accepted.  All  material  is  accepted  with  the 
understanding  that  it  is  to  be  published  solely 
in  this  journal. 

In  order  to  facilitate  review  of  the  article 
by  the  Editorial  Board  and  the  work  of  the 
printer,  the  authors  must  conform  with  the 
following  instructions: 

a)  The  entire  manuscript,  including  legends 
and  references,  should  be  typewritten  double- 
spaced in  duplicate  with  ample  margins. 

b)  A separate  title  page  should  include  the 
following:  title  (not  to  exceed  80  characters 
and  spaces),  author’s  name  (s) ; institution, 
and  author’s  mailing  address. 

c)  .Articles  reporting  the  results  of  clinical 
studies  or  laboratory  investigation  should  be 


orpanized  under  the  following  headings:  (1) 
introduction,  (2)  material  and  methods,  (3) 
results,  (4)  discussion,  (5)  summary  in  En- 
glish and  Spanish,  (6)  references. 

d)  Case  reports  will  include  (1)  introduc- 
tion, (2)  description  of  the  case,  (3)  discus- 
sion, (4)  summary  in  English  and  Spanish, 
(5)  references. 

e)  Tables,  footnotes  and  legends  to  figures 
should  appear  in  separate  sheets. 

f)  If  the  paper  has  been  presented  at  a 
meeting,  the  place  and  date  should  be  stated 
as  a footnote. 

g)  Generic  names  of  drugs  should  be  used. 
Trade  names  may  also  be  given  in  parenthe- 
sis, if  desired. 

h)  Metric  units  of  measurement  should  be 
used  preferentially. 


i)  Photographs  and  photomicrographs 
should  be  submitted  as  glossy  prints,  unmount- 
ed. Drawings  and  graphs  should  be  made  in 
black  ink  on  white  paper.  All  illustrations 
should  be  numbered  (Arabic)  and  the  top 
indicated.  A legend  should  be  given  for  each. 

j)  References  should  be  numbered  serially 
as  they  appear  in  the  text.  The  following  form 
will  be  used: 

6.  Koppisch,  E.  Pathology  of  arterios- 
clerosis. Bol.  Asoc.  Med.  P.  Rico  46: 
505,  1954.  (for  journal  articles). 

4.  Wintrohe,  M.  M.  Clinical  Hematology, 
3rd  Ed.  Lea  and  Febiger,  Philadel- 
phia, 1952,  p.  67,  (for  books). 
Abreviations  will  conform  to  those  used  in  the 
Cumulative  Index  Medicus,  published  by  the 
American  Medical  Association. 
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I Why  do  74%  of  doctors  prefer 

evaporated  milk  for  formula  feeding? 

Proven  nutritional  value! 

i 

Readily  diluted  and  supplemented  for  the  infant’s  changing 
needs,  the  evaporated  milk  formula  fulfills  the  nutritional  re- 
quirements of  most  infants  from  birth  throughout  infancy.  A 
proven  history  of  successful  feeding  makes  evaporated  milk 

the  most  widely  used  form  of  milk  for  infant  feeding  today. 

I 

Carnation’s  position  of  responsibility  and  leadership  in  the 
specialized  field  of  infant  feeding  is  important  in  the  choice- 
of  formula  milks.  Carnation  is  the  preferred  brand  by  far 
for  infant  feeding  throughout  the  world. 


WORLD’S  LEADER  BY  FAR,  FOR  INFANT  FORMULA  FEEDING 


• Permits  the  doctor  to  prescribe 
for  the  baby's  changing  needs 

• Curd  tension  zero 

• Digestible,  uniform,  safe 

• Low  incidence  of  allergy 

• Simple  to  prepare 


(Smatiofl 
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hypertension 


TO  CONTROL  HIGH  BLOOD  PRESSURE  GENTLY.  EFFEC- 
TIVELY, ACCEPTABLY 

Versatile  in  indications— recommended  In  sustained  es- 
sential hypertension,  and  in  those  labile  forms  unre- 
sponsive to  sedative  therapy. 

Effective  “around-the-clock"— continuously  and  signifi- 
cantly reduces  lying,  sitting  and  standing  pressure;  simple 
dosage  adjustment  can  prevent  morning  hypotension  with- 
out sacrifice  of  afternoon  control. 

Conducive  to  normal,  everyday  activltiet — works  while 
the  patient  works;  exercise  hypotension  and  diurnal  blood 
pressure  variations  rarely  occur. 

Facilitates  smooth  MMafemant— east  of  administration; 


liberation  from  critical  dosage  titrab'on;  low  incidence  of 
side  effects. 

Oriented  towards  the  ultimate  goal  of  antihypertensive 
therapy— helps  relieve  the  vital  target  organs  from  the 
strain  of  hypertension  by  effectively  lowering  blood  pres- 
sure. 

Supplied;  Tablets  Aldomet  (250  mg.  methyidopa,  each) 
in  bottles  of  30,  100  and  500. 

Note:  Detailed  Information  on  dosage,  administration.  Indica» 
tions,  precautions  and  bibliography  is  available  on  request 

i£D  MeRCK  SHRRP  R DOHUe  IRTeRHaTIODai 

Uvisxxi  of  Merck  & Co,  Inc,  ICO  Cfiuicb  Street.  New  York  7.  N.  Y.  U.  S.  A 


WASHAWAY  WITH: 


CHEWABLE  TABLET 

...the  hematinic  with  built-in  nutritional  support 


Pregnant  or  menstruating  women  and  growing  children  frequently  overdraw 
on  their  iron  reserves,  resulting  in  simple  iron-deficiency  anemia.  The  problem  is 
usually  found  in  poor  dietary  habits. 

Conclusion:  a simple  hematinic  is  not  enough.  Other  dietary  insufficiencies 
must  be  corrected. 

Recommended : new  Livitamin  Chewable  Tablets,  providing  not  only  the  iron 
form  of  choice  in  tablets  but  also  vitamins. 

New  Livitamin  Chewable  Tablets  have  become  a favorite  among  physicians 
who  see  the  need  for  an  acceptable  hematinic.  Tartly  orange-flavored,  this  iron- 
vitamin  combination  will  be  liked  by  all  who  really  need  a hematinic  . . . women 
of  childbearing  age  . . . growing  children  . . . finicky  oldsters. 

Formula:  Each  tablet  contains;  Ferrous  Fumarate,  50  mg.  (Equivalent  to  16.4  mg.  elemental 
iron);  Ascorbic  Acid,  100  mg.;  Thiamine  Mononitrate,  3 mg.;  Riboflavin,  3 mg.;  Nicotina- 
mide, 10  mg.;  Pyridoxine  Hydrochloride,  3 mg.;  Calcium  Pantothenate,  2 mg.;  Cobal- 
amin,  5 meg. 

Indications:  In  the  prevention  and  treatment  of  iron-deficiency  anemia  and  the  prevention 
of  vitamin  B-compIex  and  vitamin-C  deficiencies.  (Not  a treatment  for  pernicious  anemia.) 
Dosage:  Children,  2 years  and  older,  1 tablet  daily  or  as  directed  by  physician.  Adulis, 
I or  2 tablets  one  to  three  times  daily  or  as  directed  by  physician.  Tablets  may  be  chewed, 
dissolved  in  the  mouth  or  swallowed  whole  with  water. 

Supplied:  Bottles  of  100  and  1000  monogrammed  tablets,  orange-colored  and  flavored. 
Livitamin  with  Iron  is  available  in  capsules  and  liquid. 

THE  S.  E.  MASSENGILL  COMPANY  Bristol,  Tennessee 


CHLOROMYCETIN 

(eloranieoicol,  Parke-litiriii) 
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fherapeutit  result»*  are  still  urtsiirpassed 


they  provide  inore  highly 


kidividualized  therapy  with  more 


flexible  dosage,  for  more 


patients ; there  is  only  minimal 


disturbanee  of  the 


patient  s salt  and  water 


balance,  with  only 


negligible  loss  of  eaieiam; 


mood  changes  are  rare; 


there  is  no  voracious 


appetite  with  excessive 


weight  gam,  and  only  a 


low  incidence  of  peptic  ulcer 


and  compression  fracture 


Why  doctors  are  prescribing  ivith  confidence 


for  patients  luitli  rheumatoid  arthritis,  bronchial  asthma  and  other 
respiratory  allergies,  inflammatory  and  allergic  skin  disorders,  and 
other  conditions  requiring  steroids. 

For  an  authoi  ilative  discussion  of  the  pr<merlies  of  AÍIISTOCOHT  see 
the  A^M.A.  Council  on  Drugs  report  in  J.A.M.A.  169.^57  (Jan.  1959. 


ARISTOCORT  Triamcinolone  Tablets  l mg.  scored  (yellow);  2 mg.  scoied  (pink);  4 mg. 
scored  (w)iite);  16  mg.  scored  (w)iitc)  • ARISTOCORT  Triamcinolone  Diacctatc  SYRUP 
ARISTOCORT  Triamcinolone  Acetonide  0.1%  CREAM  and  OINTMENT  Tubes  of  5 Gm.  and 
15  Gm.  • ARISTOMIN®  Steroid-Antihistamine  Compound  CAPSULES  • NEO*ARISTOCORT® 
Neomycin-Triamcinolone  Acetonide  0.1%  Eye-Ear  Ointment  Tubes  of  Vs  oz.  • ARISTO- 
GESIC®  Steroid-Analgesic  Compound  CAPSULES  • ARISTOCORT  Triamcinolone  Diacctatc 
Parenteral  Víais  of  5 cc.  (25  mg./cc.  micronlzcd  for  intra-articular  and  intrasynovial  injcctfon ) 

LEDERLELABOKATORIES.ADivisionofAMERIC.A.N  CYANAMID  CÜ.MPA.NY,  Pearl  River, N.Y. 

CYANAMII)  HORINÍÍLEN  CORPORATION 
Cederle  Lalioratorie.s  Dept. 

Santurce,  R.  R. 


SULFA  VAGINAL  CREAM 

provides  wide-spectrum  bacteriostasis 
over  a broad  vaginal  range 


Sultrin 

Sultrin 

Sultrin 

Sultrin 


stops  the  discharge  and  destroys  the  cause  in  non-specific 
vaginal  infections 

speeds  healing,  diminishes  lochial  odor,  reduces  cervicitis  and 
morbidity  in  postpartum  care  of  the  cervix  and  vagina 

combats  infection,  reduces  healing  time  and  shortens  hospital 
stay  after  cervical  cauterization,  cervical  or  vaginal  surgery 

Triple  Sulfa  Cream  contains,  in  optimal  association:  Sulfathiazole 
3.42%,  Sulfacetamide  2.86%,  Nibenzoylsulfanilamide  3.7%  and 
Urea  0.64%.  Contraindications:  sulfonamide  sensitivity  and 

kidney  disease. 


Rx.  Supplied  in  78  Gm.  tubes  with  or  without  ORTHO® 

Measured  Dose  Applicator. 

Ortho  Pharmaceutical  Corporation  • Raritan,  New  Jersey,  u.s.  a. 
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because  of  these  results  this  was  said 


“It  [Albamycin  T]  should  be  particular- 
ly useful  in  the  treatment  of  those  in- 
fections dealt  with  in  the  home  or  the 
office  where  the  services  of  a bacterio- 
logical laboratory  are  not  available,  or 
where  it  is  not  advisable  to  withhold 
treatment  until  a sensitivity  test  can 
be  reported.  It  should  also  be  a valu- 
able form  of  therapy  where  mixed  in- 
fections are  a problem.”^ 

for  adults 

ALBAMYCIN  T CAPSULES  Bottles  of  16  and  100 


Each  capsule  contains; 

Albamycin  (as  novobiocin  sodium)  125  mg. 

Tetracycline  hydrochloride  125  mg. 


Dosage:  1 or  2 capsules  three  or  four  times  daily. 

for  children 

ALBAMYCIN  T FLAVORED  GRANULES 

Bottles  of  60  cc.  (when  reconstituted) 

When  granules  are  mixed  with  sufficient  water  (50 
cc.)  to  fill  bottle  to  a total  of  60  cc.,  each  5 cc.  (tea- 
spoonful) of  the  suspension  contains; 

Albamycin  (as  novobiocin  calcium)  62.5  mg. 

Tetracycline  (equivalent  to 
tetracycline  hydrochloride)  62.5  mg. 

Children  enjoy  the  pleasant  orange-peppermint 
flavor. 

Dosage:  0.6  to  1.0  cc.  per  kg.  of  body  weight  per 
day  in  two  to  four  divided  doses. 

Cautions:  Contraindicated  in  persons  sensitive  to 
novobiocin  or  the  tetracyclines.  Use  may  permit 
overgrowth  of  nonsusceptible  organisms,  so  con- 
stant observation  of  patient  essential.  Side  reac- 
tions infrequent  - principally  mild  nausea  and  ab- 
dominal cramps.  Urticaria  and  maculopapular  der- 
matitis reported  more  frequently;  leukopenia  and 
other  blood  dyscrasias  have  occurred  occasionally. 
Make  routine  total  and  differential  blood  cell  counts 
during  administration.  Tetracyclines  may  form  a 
stable  calcium  complex  in  bone-forming  tissue,  but 
no  serious  effects  have  been  reported  to  date.  Tooth 
discoloration,  which  may  occur  when  drug  is  given 
during  tooth  development,  is  usually  seen  only  with 
long-term  use.  Avoid  administration  of  novobiocin 
to  premature,  newborn,  and  young  infants  because 
it  may  interfere  with  conjugation  of  bilirubin.  Dis- 
continue in  children  and  adults  if  jaundice  develops. 
Warning:  Novobiocin  possesses  a significant  index 
of  sensitization.  Discontinue  therapy  if  allergic  re- 
actions cannot  be  controlled  by  antihistamines. 

1.  DeVries,  J.  A.:  Applied  Therapeutics,  3:356-368  (May)  1961. 
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to  free  the  asthmatic  patien 
distressing  symptoms 


(betamethasoneubS) 


rom 


CLINICAL  CONSIDERATIONS.  Indications:  Celestone 
(betamethasone,  Schering)  is  indicated  in  the  manage- 
ment of  various  allergic,  dermatologic,  ocular,  rheu- 
matic and  other  conditions  known  to  be  responsive  to 
corticosteroid  therapy. 

Dosage  and  Administration:  The  dosage  of  Celestone 
(betamethasone)  must  be  adjusted  to  individual  patient 
requirements:  i.e..  severity  of  the  condition,  anticipated 
duration  of  therapy,  tolerance  to  the  steroid  and  re- 
sponse obtained  The  lowest  effective  dose  should  be 
employed.  When  corticosteroid  therapy  is  no  longer 
required,  the  dosage  of  this  drug  should  be  reduced 
gradually  and  then  discontinued.  Withdrawal  of  therapy 
should  be  gradual.  Package  literature  should  be  con- 
sulted for  detailed  dosage  schedules. 

Precautions:  Although  Celestone  (betamethasone)  dif- 
fers significantly  in  potency  and  electrolyte  effects,  it 
'S  a corticosteroid  and  hence  is  potentially  capable  of 
causing  any  of  the  reported  side  effects  of  other  such 
compounds  As  with  other  corticosteroids,  recurrence 


of  complications  of  peptic  ulcer  may  occur  during 
therapy  with  this  drug.  Package  literature  should  be 
consulted  for  details. 

Contraindications:  Active,  questionably  healed,  or  sus- 
pected tuberculosis  and  herpes  simplex  of  the  eye  are 
absolute  contraindications.  Discretion  should  be  used 
in  administering  Celestone  (betamethasone)  to  preg- 
nant patients  particularly  during  the  early  months. 

Use  of  this  corticosteroid  in  the  controlled  diabetic 
patient  should  be  closely  observed.  In  individuals  ex- 
posed to.  or  in  the  active  phase  of.  exanthematous  dis- 
ease. it  may  be  desirable  to  discontin.ue  all  corticos- 
teroid therapy. 

For  complete  product  details,  consult  Schering  lit- 
erature available  from  your  Schering  representative,  or 
Medical  Services  Department,  Schering  Corporation. 
Union,  New  Jersey.  _ ^ 

Packaging:  Bottles  of  30,  100,  1000  Tablets  0 _ Z. 
of  0.6  mg.  each.  .i.adi-a-k  c.  ^ l\^ 

SCHERING  CORPORATION  U S A. 


un  factor  importante  para  detener  las  diarreas 
y enteritis  bacterianas  — 
elimina  los  gérmenes  enteropatógenos  sin  alte- 
rar el  equilibrio  de  la  flora  intestinal 

La  Furoxona,  a diferencia  de  muchos  otros  agentes  anti- 
diarreicos,  no  ejerce  efecto  adverso  sobre  la  flora  intestinal 
normal,  ni  aun  después  de  administración  prolongada.  De- 
bido a que  no  altera  este  equilibrio,  su  administración  no 
favorece  la  superinfección  estafilocócica  ni  la  proliferación 
moniliásica;  tampoco  se  ha  observado  que  la  Furoxona  pro- 
duzca colitis,  proctitis  o prurito  anal. 


Presentación:  Furoxona  (furazolidona),  tabletas  ranuradas 
de  100  mg.,  en  frascos  de  12.  Furoxona,  líquido  (50  mg. 
de  Furoxona  porcada  15  cc.,  con  caolín  y pectina), 
en  frascos  de  60,  120  y 473  cc. 

EATON  LABORATORIES 

División  de  The  Norwich  Pharmacal  Company,  Norwich,  Nueva  York.  E.U.A. 


50  cc.?  200  cc.?  more? 

Over  40  published  reports  show  that 
Adrenosem  (carbazochrome  salicylate) 
significantly  reduces  capillary  blood  loss 
in  a variety  of  surgical  and  nonsurgical 
procedures.  The  most  recent  of  these 
reports,  by  Lloyd  S.  Persun,  Jr.,  M.D., 
scans  more  than  4,000  T&A  procedures 
which  took  place  in  a five-year  period 
at  the  Harrisburg  (Pa.)  Polyclinic 
Hospital. 1 The  conclusion:  Adrenosem 
(carbazochrome  salicylate)  was  responsible 
for  a large  reduction  in  operative  and 
postoperative  bleeding  and  sutures. 

Studies  by  Fulton^  have  shown  that 
Adrenosem  (carbazochrome  salicylate) 
apparently  exerts  its  effect  on  the  inter- 
cellular tissues  of  the  capillaries,  re- 
storing normal  tone  to  the  intercellular 
substance  which  connects  the  individual 
cells  to  form  the  capillary  walls.  Re- 
gardless of  dosage,  it  does  not  make  the 
intercellular  substance  completely  im- 
permeable. 

Indications:  In  both  surgical  and  nonsur- 
gical conditions  characterized  by  increased 
capillary  permeability  allowing  oozing  and 
seepage  bleeding. 

Dosage  and  .Administration:  Preopera- 
tively:  2 cc.  night  before  operation;  2 cc.  with 


on-call  medication.  Children  under  12  years 
of  age,  1 cc.  Postoperatively:  1 cc.  every 
2 hours  as  necessary.  If  not  used  preopera- 
tively,  2 cc.  every  2 hours  as  necessary. 
In  Epistaxis  and  Other  Nonsurgical  Uses: 

1 or  2 cc.  (5  to  10  mg.)  I.M.,  followed  by 
maintenance  dosage  of  1 to  10  mg.  (avg. 
2.5  mg.)  t.i.d  orally. 

Supplied:  For  I.M.  Injection  Only — Am- 
puls, 5 mg./cc.,  pkgs.  of  5 and  100;  10  mg./ 

2 cc.,  pkgs.  of  5.  For  Oral  Administration 
Only — Tablets,  1 mg.  (s.c.  orange)  and  2.5 
mg.  (s.c.  yellow)  in  bottles  of  50;  Syrup,  2.5 
mg./5  cc.  (1  tsp.),  bottles  of  4 ozs. 

Contraindications:  None  known  at  rec- 
ommended dosages.  Adrenosem  (carbazo- 
chrome salicylate)  is  being  used  both  pro- 
phylactically  and  therapeutically  in 
thousands  of  hospitals  and  in  virtually  every 
type  of  surgical  procedure.  The  millions  of 
doses  which  have  been  administered  with 
no  undesirable  therapeutic  side  effects  are 
testimony  to  its  high  index  of  safety. 

Kefereneos:  1.  Persun,  L.:  Laryngoscope 
74:  260-266  (Feb.)  1964.  2.  Fulton,  G.P., 
et  al.:  Venoms:  Am.  Assn.  Advancement  of 
Science,  1954. 


*U.S.  Pat.  Nos.  2,581,850;  2,506,294 

THE  S.  E.  MASSENGILL  COMPANY 

Bristol,  Tennessoo 


Because  it  is  more  resistant  to  disintegration,  has  a lower  renal  clearance  rate  than  earlier 
tetracyclines'  ...a  favorable  depot  effect  resulting  from  protein  binding  and  greater  mg. 
potency .. .all  giving  higher,  sustained  in  vivo  activity  which  continues  long  after  the 
last  dose.  ® 
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Effective  in  a wide  range  of  everyday  infections  — respiratory,  urinary  tract  and  others  — in  the  young  and  aged  — the 
acutely  or  chronically  ill— when  the  offending  organisms  are  tetracycline-sensitive. 

Side  Effects  typical  of  tetracyclines  which  may  occur-  glossitis,  stomatitis,  proctitis,  nausea,  diarrhea,  vaginitis,  derma- 
titis, overgrowth  of  nonsusceptible  organisms.  Also:  photodynamic  reaction  (making  avoidance  of  direct  sunlight  advis- 
able) and,  very  rarely,  anaphylactoid  reaction.  Reduce  dosage  in  impaired  renal  function.  The  possibility  of  tooth 
discoloration  during  development  should  be  considered  in  administering  any  tetracycline  in  the  last  trimester  of  preg- 
nancy, m the  neonatal  period,  and  in  early  childhood.  Capsules,  150  mg.  and  75  mg.  of  demethylchlortetracycline  HCI. 
Average  Adult  Daily  Dosage;  150  mg.  q.i.d.  or  300  mg  b i d.  1.  Kunin.  C.  M.;  Dornbush,  A.  C.,  and  Finland,  M.;  Distribu- 
tion and  Excretion  of  Four  Tetracycline  Analogues  in  Normal  Young  Men.  J.  Clin.  Invest.  38:1950  (Nov.)  1959. 
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long  preferred 
in  the 

ménopause... 
and  throughout 
the 

later  years 


Premarin* 

BRAND  OF,  _ , - 

conjugated  estrogens 

(equine) 


Estrogen  has  long  been  employed  as  replacement  therapy  in  the  menopause  and  In  such 
clinical  disorders  as  postmenopausal  osteoporosis  and  senile  vaginitis.  A fuller  recogni- 
tion of  estrogen  as  the  “metabolic  strength”  of  women— of  its  beneficial  effect  on  practically 
every  system,  organ,  and  tissue  of  the  body— provides  a scientific  basis  for  the  wider  ac- 
ceptance of  the  concept  that  estrogen  administration  should  be  continued  beyond  the  limits 
of  the  actual  menopause  for  its  protective  influence  on  vital  processes,  notably  cardio- 
vascular, bone  and  protein,  and  cellular  metabolism.'®  This  may  be  done  rationally  and 
safely,  using  the  vaginal  smear  as  a practical  and  reliable  guide  to  management.'  Wilson* 
concurs  with  earlier  findings  that  there  is  no  cancer  risk  with  long  term  estrogen  therapy. 
Effectiveness:  Specific  for  estrogen  replacement  therapy  in  the  menopause  and  postmenopause. 
Usual  dosage:  1.25  mg.  daily.  Increase  or  decrease  as  required.  Caution:  In  the  female:  To  avoid  con- 
tinuous stimulation  of  breast  and  uterus,  cyclic  therapy  is  recommended  (3  week  regimen  with  1 week 
rest  period— Withdrawal  bleeding  may  occur  during  this  1 week  rest  period).  In  the  male:  Continuous 
therapy  over  prolonged  periods  of  time  may  produce  gynecomastia,  loss  of  libido,  and  testicular  atrophy. 

AYERST  LABORATORIES  New  York  17,  N.Y.  • Montreal,  Canada  (References  available  on  request.) 
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immediate  relief  of  symptoms 
effective  control  of  inflammation 
protection  against  secondary  infection 

MYCOLOGY 

Squibb  Nystatin/Neomycin  Sulfate/ 
Gramicidin  with  Triamcinolone  Acetonide 

KING  AMONG  THETOPICALS 

Mycolog®  Cream.  (Squibb  Nystatin— Neomycin  Sulfate— Grami- 
cidin with  Triamcinolone  Acetonide) 

Mycolog®  Ointment.  (Squibb  Nystatin— Neomycin  Sulfate- 
Gramicidin  with  Triamcinolone  Acetonide) 


Active  ingredients  of  both  preparations:  triamcinolone  acetonide,  1 mg. 
(0.1%);  neomycin  (base)  used  as  sulfate,  2.5  mg,;  gramicidin,  0.25  mg.; 
nystatin,  100,000  units. 

Contraindications;  These  preparations  are  contraindicated  in  tubercu- 
lous and  most  viral  lesions  of  the  skin,  herpes  simplex,  vaccinia  and 
varicella  particularly.  They  are  also  contraindicated  in  fungal  lesions  of 
the  skin  except  candidiasis. 

Side  Effects  and  Precautions.  Mycolog  (Squibb  Nystatin— Neomycin 
Sulfate— Gramicidin  with  Triamcinolone  Acetonide)  has  been  extremely 
well  tolerated  locally.  Systemic  toxicity  has  not  been  observed  with  the 
topical  application  of  any  of  the  active  components.  Sensitivity  reactions 
following  the  topical  use  of  neomycin,  gramicidin,  or  nystatin  are  only 
rarely  encountered,  local  intolerance  to  triamcinolone  acetonide  is  also 
rare. 

As  with  any  antibiotic  preparation,  prolonged  use  may  result  in  over- 
growth of  nonsusceptible  organisms.  Constant  observation  of  the  patient 
is  essential.  If  superinfections,  due  to  nonsusceptible  bacteria  or  fungi 
should  occur,  the  preparation  should  be  discontinued  and/or  appropriate 
therapy  instituted. 
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CONCUSSION  CONVULSIONS 
A new  concept 


Luis  P.  Sánchez  Longo,  M.  D. 
Luis  E.  González  Saldana,  M.  D. 


There  is  no  adequate  definition  for 
epilepsy  in  spite  of  the  fact  that  this  disorder 
is  known  since  pre-biblical  times.  It  is  usual- 
ly defined  as  a group  of  conditions  character- 
ized by  recurring  convulsions  or  as  a par- 
oxysmal disorder  of  the  nerx’ous  system  char- 
acterized by  recurrent  attacks  of  loss  of  con- 
sciousness with  or  without  convulsions.  Nei- 
ther definition  is  adequate  because  not  every 
attack  of  epilepsy  is  associated  with  convul- 
sions and  convulsions  may  occur  without  loss 
of  consciousness.  Besides  this,  it  is  convenient 
to  add  that  while  epilepsy  is  a condition 
which  may  or  may  not  be  accompanied  by 
convulsions,  the  convulsion  itself  may  be  ob- 
served in  several  conditions  that  have  no 
similarity  whatsoever  to  epilepsy  except  for 
the  fact  that  these  conditions  may  also  have 
a similar  substrate  of  paroxysmal  disturbance 
of  the  electrical  activity  of  the  brain. 

The  common  denominator  of  all  types 
of  epilepsy  is  a sudden,  excessive  paroxysmal 
neuronal  discharge  within  the  central  nerv- 
ous system.  This  causes  a sudden  disturbance 
of  function  of  the  body  or  mind.  The  dis- 
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turbance  is  clinically  manifested  in  the  form 
of  convulsive  movement,  loss  of  muscle  tone, 
loss  of  consciousness,  a sensory  phenomenon, 
a dysfunction  of  the  autonomic  system  or  as 
a psychic  experience.  Convulsions  are  seen 
as  a result  of  a variety  of  pathophysiologic 
factors  like  hypoglycemia,  excessive  hydra- 
tion, acute  cerebral  anoxia,  brain  tumors, 
disturbance  of  calcium  and  phosphorus  me- 
tabolism, brain  abscess,  parasitic  cyst,  brain 
trauma,  granulomas,  exogenous  or  endogen- 
ous toxins,  and  associated  to  metabolic  dis- 
orders, systemic  disorders,  degenerative  dis- 
eases and  infections.  An  organic  lesion  is 
frequently  demonstrated  in  the  brain  in  cases 
of  acquired  epilepsy,  however,  in  the  great 
mayority  of  cases  no  gross  lesion  is  found.  A 
convulsive  seizure  or  fit  represents  only  an 
involuntary  excess  or  cessation  of  muscle 
movements  with  or  without  various  sensory 
or  psychic  phenomena  and  usually  accompan- 
ied with  unconsciousness  due  to  a paroxysmal 
disturbance  of  electrical  activity  of  the  cen- 
tral nervous  system  in  which  a precipitating 
factor  is  almost  always  required  for  the  oc- 
currence of  the  attack.  The  precipitating 
factor  may  be  an  insult  or  stimulus  to  the 
nervous  system  and  the  tendency  to  con- 
vulse is  dependent  on  the  genetic  background. 
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the  metabolic  and  / or  endocrine  status,  and 
the  age  of  the  patient.  The  precipitating 
stimuli  may  be  of  different  kinds.  Epilepsy 
precipitated  by  this  mechanism  is  called  re- 
flex epilepsy.  There  are  seizures  precipitated 
by  light  stimuli,  like  a flashing  television  set 
in  a light  sensitive  child.  This  is  referred  to 
as  photogenic  epilepsy  while  musicogenic 
epilepsy  are  seizures  precipitated  by  music. 
Other  examples  of  reflex  epilepsy  are  those 
provoked  by  reading,  olfactory,  auditory, 
arithmetic,  vestibular,  tactile,  sleep  and 
psychic  stimuli. 

Fever  and  hyperventilation  may  also  be 
triggering  mechanisms  in  children  genetically 
predisposed  to  convulsions. 

A convulsive  seizure  is  only  a sign  or  ma- 
nifestation of  the  response  of  the  nervous 
system  to  a more  or  less  definite  stimulus  or 
insult.  This  statement  is  supported  by  the 
fact  that  seizures  may  be  precipitated  in 
normal  subjects  by  electrical  stimulation  or 
by  the  use  of  stimulants  like  strychnine, 
metrazol  and  camphor.  A convulsive  episode 
immediately  following  head  trauma  is  usual- 
ly associated  with  contusion  or  laceration  of 
the  brain  or  the  convulsion  in  these  cases 
is  merely  the  result  of  an  exacerbation  of 
an  epileptic  condition  existing  in  the  in- 
^dividual  prior  to  the  occurrence  of  trauma 
and  brought  about  by  the  trauma.  Mild 
head  injury,  like  the  common  bump  on  the 
head,  in  an  accidental  fall  of  a child,  giving 
rise  to  a convulsion  has  not  received  enough 
consideration  in  the  literature  on  epilepsy. 

Our  experience  with  such  cases  in  which 
the  trauma  is  not  sufficient  to  account  for 
the  convulsion  on  the  basis  of  severe  con- 
tusion, laceration,  or  brain  edema,  has 
prompted  us  to  report  their  occurrence.  To 
substantiate  our  contention  we  include  in 


this  presentation  a small  series  of  cases 
which  are  most  representative  of  our  clinic- 
al experience  with  this  phenomenon.  Of 
significance  is  the  fact  that  these  cases  are 
apparently  similar  to  the  cases  of  febrile 
convulsions  and  perhaps  the  theoretical  ex- 
planation for  both  phenomena  is  the  exist- 
ence of  a similar  low  threshold  factor  which 
may  be  genetically  determined.  Apparently 
the  two  phenomena  may  occur  in  the  same 
individual  as  demonstrated  by  cases  num- 
ber 5 and  6. 

Not  knowing  exactly  what  name  to  give 
to  this  phenomenon  and  not  being  able  to 
demonstrate  clinically  the  exact  mechanism 
for  its  occurrence  we  have  frequently  re- 
ferred to  this  manifestation  as  “concussion 
convulsions”  with  the  idea  of  employing  a 
meaningful  and  acceptable  phrase.  In  our 
small  series  we  have  also  included  an  ad- 
ditional case  of  an  adult  patient  with  re- 
appearance of  seizures  apparently  precipitat- 
ed by  trauma  to  illustrate  the  apparent  pos- 
sible effect  of  concussion  on  an  epileptic 
disorder  already  known  to  exist. 

Case  Reports 

Case  1 : A 3 1/2  year-old  male  was  referred 
to  the  out-patient  department  at  the  University 
Hospital  with  a history  of  having  suffered 
several  convulsive  seizures  all  of  which  were 
precipitated  by  accidental  mild  head  injury  to 
the  occipital  area  in  an  accidental  fall.  The 
last  of  the  attacks  followed  a more  severe 
head  injury  when  he  fell  backwards  from  a 
chair.  At  this  time  a generalized  convulsion 
was  witnessed  by  the  parents.  A description 
of  a typical  attack  is  as  follows:  The  child 
is  playing  and  accidentally  slides,  stumbles 
and  falls,  or  steps  upon  a movable  toy,  slides 
and  falls  usually  hitting  the  occipital  area. 
This  is  followed  by  a short  arrest  of  function 
followed  by  a tonic  convulsion  with  loss  of 
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consciousness  and  rolling  of  the  eyes  upward. 
Cyanosis  is  seen  around  the  mouth  and  in  a 
few  seconds  the  spell  is  over.  The  child  regains 
consciousness  rapidly  and  then  frequently  cries 
for  a while.  In  a few  minutes  he  appears 
completely  normal  and  can  resume  his  playing. 

Aside  from  the  convulsive  episode  immedia- 
tely following  slight  head  trauma,  the  history 
was  noncontributory.  There  was  no  history  of 
epilepsy  or  of  a febrile  disorder  and  no  ac- 
count of  a similar  condition  in  the  family. 

The  physical  and  neurological  examinations 
were  negative.  Routine  laboratory  tests,  skull 
series  and  electroencephalography  were  nega- 
tive. 

Since  the  last  accidental  fall  one  year  ago 
the  patient  has  been  free  of  seizures  without 
any  medication.  It  is  very  important  to  stress 
the  fact  that  in  this  patient  seizures  have  not 
been  observed  to  occur  following  falls  affecting 
other  parts  of  the  body,  so  that  the  element 
of  surprise  (or  startle  epilepsy)  can  be  disre- 
garded as  causative.  Besides  this,  the  pos- 
sibility of  fever,  breath  holding  or  excitement 
of  fright  as  precipitating  factors  have  likewise 
been  eliminated  in  our  clinical  evaluation  of 
this  patient. 

Case  2:  A 3 year-old  boy  with  a history  of 
three  seizures  precipitated  by  slight  head  in- 
jury or  mild  concussion  was  seen  in  our  out- 
patient department.  The  description  of  the 
attacks  was  similar  to  that  of  case  1,  but  in 
this  case  the  blow  to  the  head  would  also  oc- 
cur on  the  forehead. 

The  rest  of  the  history  was  non-contributory. 
There  was  no  family  history  of  epilepsy, 
febrile  convulsion,  breath-holding-spells  or  si- 
milar disorder.  The  physical  and  neurological 
examinations  were  normal.  Routine  laboratory 
studies  and  skull  series  were  normal.  An 
electroencephalogram  done  in  an  independent 
laboratory  was  reported  as  normal  for  the  age. 

For  the  past  6 months  this  patient  has  not 
sustained  any  head  injuries  and  no  seizures. 
He  has  not  been  under  any  specific  medica- 
tion throughout  this  period  of  time.  Other  falls 
resulting  in  injuries  in  other  parts  of  the 
body  have  not  been  followed  by  convulsions. 


Cases  3 and  4 .'  A female  pair  of  twins  was 
first  seen  by  us  at  the  age  of  3 years,  with 
a history  of  tonic  convulsions  occuring  only 
after  and  precipitated  by  a slight  head  injury. 
At  the  time  of  the  first  visit  they  had  both 
suffered  at  least  two  of  the  above  episodes. 

There  was  no  history  of  febrile  convulsions, 
spontaneous  seizures,  breath-holding  spells  or 
any  other  type  of  reflex  epilepsy. 

Careful  history  indicated  that  other  falls, 
not  resulting  in  head  injury,  were  not  as- 
sociated with  seizures.  The  rest  of  the  personal 
history  and  the  family  history  were  non- 
contributory. The  physical  and  neurological 
examinations  were  negative.  The  electroen- 
cephalograms in  both  cases  were  normal. 

Case  5.-  A 3 year-old  boy  was  referred  to 
our  out-patient  department  with  a history  of 
having  had  a recent  grand  mal  seizure  fol- 
lowing a mild  head  injury  that  consisted  of 
a bump  on  the  head  upon  hitting  his  brother’s 
knees  while  playing.  During  the  period  of  five 
months  that  followed  the  original  attack,  he 
suffered  two  other  seizures  of  the  tonic  type 
precipitated  by  blows  to  the  head  and  two 
additional  convulsions  brought  about  by  fever. 

The  personal  past  history  was  negative. 
The  family  history  revealed  that  one  maternal 
uncle  suffered  with  grand  mal  seizures. 

The  physical  and  neurological  examina- 
tions were  negative.  Routine  laboratory  and 
blood  chemistry  studies  including  glucose  and 
calcium  were  normal.  A lumbar  puncture  re- 
vealed cerebrospinal  fluid  under  normal  pres- 
sure with  a normal  chemical  analysis.  The 
skull  series  and  the  electroencephalogram  were 
normal  (Fig.  1). 

In  this  case  we  see  “concussion  seizures”  in 
a patient  who  also  suffers  with  febrile  seizures 
and  having  one  member  of  the  family  with 
a history  of  epilepsy 

Case  6:  This  7 year-old  female  patient 
had  a history  of  generalized  convulsions  fol- 
lowing minor  head  trauma  or  high  fever  at 
the  age  of  4 years.  The  description  of  the  at- 
tacks was  similar  to  that  in  the  other  cases. 
From  age  4 to  age  7 there  was  no  history  of 
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Fig.  1. — Electroencephalogram  in  case  5.  This  record  was  interpreted  as  normal  by  two 
different  electroencephalographers. 


recurring  episodes  as  previously  described; 
however,  there  was  a history  of  three  spon- 
taneous grand  mal  attacks  during  the  past 
year. 

The  past  medical  history  was  non  contribu- 
tory and  the  family  history  revealed  that  the 
patient’s  mother  used  to  have  febrile  seizures 
during  her  childhood. 

The  physical  examination  was  negative 
except  for  exogenous  obesity.  The  neurologi- 
cal examination  was  normal.  The  skull  series 
was  normal  but  the  electroencephalogram  was 
compatible  with  an  epileptic  disorder  (Fig.  2). 

A summary  of  the  findings  in  the  above 
cases  is  seen  in  Table  I. 

Exacerbation  of  Seizures  due  to  Mild  Head 
T rauma: 

Recently  we  had  the  opportunity  of 


seeing  two  cases  in  which  exacerbation  of 
seizures  occured  following  mild  trauma  after 
the  patient  had  been  asymptomatic  and  with- 
out therapy  for  years. 

Case  7:  One  of  these  cases  was  an  adult 
male  who  was  asymptomatic  for  over  three 
years  without  medication  and  who,  following 
a car  accident,  in  which  he  sustained  a mild 
head  injury,  developed  an  exacerbation  of 
grand  mal  attacks.  In  spite  of  careful  ques- 
tioning there  was  no  other  obvious  precipi- 
tating factor. 

Case  8:  This  19  year-old  white,  unmarried 
female  was  originally  seen  by  us  on  March 
1961.  At  that  time  she  gave  a history  of 
episodic  heaviness  and  “painful-like  sensation’’ 
of  the  left  upper  and  lower  extremities  as- 
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Fig.  2. — Electroencephalogram  in  case  6.  Note  the  abnormal  high  amplitude  sharp  wave 
activity  and  sjmchronized  theta  activity  which  characterized  most  of  the  record.  These 
findings  were  considered  compatible  with  an  epileptic  disorder. 


sociated  with  tonic  muscular  contractions  and 
followed  by  a transitory  paralysis  (Todd’s 
paralysis)  of  three  years  duration.  There  was 
a vague  history  of  a similar  episode  at  age  12. 

On  March  18,  1961  the  paroxysmal  episodes 
of  numbness  or  “painfull-like  sensation”  in 
her  left  leg  was  followed  by  loss  of  conscious- 
ness and  generalized  tonic  and  clonic  seizure. 

The  past  medical  history  and  the  family 
history  were  non-contributory.  The  physical 
and  neurological  examination  were  negative. 
The  routine  laboratory  studies  were  normal. 
Blood  chemistry  including  fasting  blood  sugar, 
calcium,  phosphorus,  and  blood  urea  nitrogen 
were  normal. 

The  skull  series  were  normal  and  the  lum- 
bar puncture  revealed  a normal  pressure  and 
chemical  analysis.  Several  electroencephalo- 


grams including  one  done  at  an  independant 
laboratory  agreed  with  the  findings  of  spike 
discharges  in  the  right  cerebral  hemisphere. 

The  patient  was  placed  on  phenobarbital, 
gr.  1/2,  three  times  par  day  with  a rapid 
response  and  a complete  control  of  her  spells. 
After  one  year,  she  discontinued  the  medica- 
tion on  her  own  and  three  days  later  suffered 
a recurrence  of  heaviness  and  numbness  in 
the  left  leg  associated  with  transitory  loss  of 
consciousness.  On  that  day,  she  suffered 
three  attacks  and  during  one  of  them  ex- 
perienced a vertiginous  sensation  associated 
with  a sensory  phenomenon  consisting  of  a 
distortion  of  her  immediate  environment  as  if 
the  walls  of  the  room  were  falling  on  her.  She 
was  placed  on  Dilantin,  100  mgms.,  three  times 
a day,  because  she  complained  of  drowsiness 
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when  she  was  using  phenobarbital. 

She  was  totally  asymptomatic  for  over  five 
months  when  she  sustained  a blow  to  the 
forehead  while  at  work.  The  injury  consisted 
of  a contusion  on  the  forehead  with  a sud- 
denly withdrawn  filing  cabinet  drawer  that 
was  stuck.  The  injury  caused  a transitory  loss 
of  consciousness  and  collapse  to  the  floor.  Five 
days  after  this  injury  the  patient  developed 
recurrent  episodes  of  loss  of  consciousness 
preceded  by  heaviness  of  the  left  extremities 
and  associated  with  headaches  and  dizziness. 
Because  of  these  recurrent  episodes  the  pa- 
tient was  hospitalized  for  studies. 

The  physical  and  neurological  examinations 
were  again  normal.  The  electroencephalogram 
showed  random  spike  activity  from  the  right 
cerebral  hemisphere.  The  skull  series  and  the 
lumbar  puncture  were  also  negative. 

The  patient  was  controlled  with  the  use  of 
Dilantin,  60  mgm.  four  times  daily,  and  phe- 
nobarbital, gr.  1/2  three  times  daily. 

For  the  past  40  days  the  patient  has  been 
under  complete  control. 

This  case  is  presented  because,  like  in  the 
previous  one,  a mild  head  injury  preceded 
the  exacerbation  of  seizures.  However,  we 
do  not  know  for  sure  whether  this  represents 
a coincidental  occurrence  of  slight  head  in- 
jury and  seizures  or  whether  these  are  direct- 
ly related  in  the  form  of  cause  and  effect. 

Discussion 

Convulsions  are  not  a common  sign  in 
acute  head  injuries  in  normal  individuals. 
They  can  rarely  occur  immediately  follow- 
ing an  injury  due  to  direct  brain  damage 
as  in  severe  brain  contusion  or  laceration 
or  several  hours  or  days  later  due  to  com- 
plicating intracranial  hematoma,  edema  or 
meningitis.  Seizures  following  head  injury 
are  also  more  common  when  there  is  a 
complicating  post-traumatic  brain  abscess. 

Post-traumatic  epilepsy  develops  in  some 


cases  usually  6 to  18  months  after  the  in- 
jury with  an  unpredictable  incidence  due 
to  the  great  variation  in  the  percentages 
reported  by  various  authors  (1-7).  A low  in- 
cidence of  2.5%  is  found  if  we  include  all 
cases  of  head  injury  regardless  of  the  severity. 
The  incidence  could  be  40%  or  50%  in 
open  head  injuries  with  perforation  of  the 
meninges  and  laceration  of  the  cortex. 

Mild  head  injuries  are  not  usually  as- 
sociated with  unconsciousness  nor  with  serious 
complications  such  as  cranial  nerv’e  paralysis, 
brain  contusions  or  lacerations.  In  elderly 
patients  and  in  alcoholics,  mild  injuries  to 
the  head  are  capable  of  causing  serious 
damage  such  as  subdural  hematoma.  Infants 
and  children  are  apparently  more  sensitive 
to  brain  injuries  and  minor  head  trauma  is 
sometimes  followed  by  brain  edema,  un- 
consciousness and  even  death  (8). 

There  is  no  good  universal  definition  for 
concussion  and  its  clinical  manifestations 
are  still  not  clearly  understood.  It  is  fre- 
quently manifested  by  a transitory  loss  of 
consciousness  or  a short  period  of  unawareness 
of  the  environment  with  or  without  amnesia. 
One  of  the  best  description  of  a mild  case 
of  concussion  was  described  by  Homer,  three 
thousands  years  ago,  when  he  gave  an  ac- 
count of  the  injury  received  by  Hector,  the 
legendary  Trojan  hero. 

Courville  (9),  gathering  the  information 
from  the  literature  and  from  his  personal 
experience,  proposed  a classification  of  con- 
cussion based  on  the  length  of  the  period 
of  unconsciousness.  The  classification  ranges 
from  a first  degree,  in  which  there  is  no 
loss  of  consciousness  and  the  concussion  may 
go  undetected,  except  for  a paralytic  cortical 
phenomenon  of  short  duration,  to  a seventh 
degree,  in  which  the  severity  amounts  to 
death. 
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In  our  cases  we  assume  that  if  concus- 
sion occurs  it  must  be  of  the  first,  second 
or  third  degree  based  on  tlie  fact  that  these 
children  recover  rather  promptly  after  the 
injur>’. 

The  mechanism  of  head  injury  in  our 
cases  involves  a sudden  change  in  the  ac- 
celeration of  the  head  during  the  fall.  If 
no  focal  brain  contusion  occurs  due  to  the 
momentary  inward  deflection  of  the  skull 
at  the  point  of  impact,  then,  the  sudden 
rise  in  intracranial  pressure  most  probably  is 
the  physiologic  factor  precipitating  the  seiz- 
ure. The  sudden  rise  in  intracranial  pressure 
causes  pressure  waves  toward  the  foramen 
magnum  as  a consequence  of  which  shearing 
stresses  are  produced.  These  shearing  stresses 
are  presumed  to  be  the  sources  of  irritation 
or  damage  to  neurons,  fibers  or  blood  vessels. 
This  explanation  is  documented  in  the  li- 
terature (10,  11,  12.)  If  the  above  mechanism 
is  the  immediate  precipitating  cause  of  the 
concussion  and  the  consequent  convulsions, 
the  other  requirement  for  the  phenomenon 
to  occur  is  the  presence  of  a low  threshold 
for  seizures  based  on  a genetic  factor.  This 
seems  to  be  the  case  in  our  patients  as  demon- 
strated by  the  fact  that  there  was  also  an 
association  with  febrile  convulsions.  Besides 
this,  the  fact  that  cases  3 and  4 were  a pair  of 
twins  is  also  suggestive  of  the  possible  im- 
plication of  a genetic  factor. 

In  two  of  our  cases  with  “low  threshold 
concussion  seizures”,  febrile  convulsions  had 
also  occured.  The  episodes  of  febrile  convul- 
sions were  not  related  in  time  with  the  con- 
cussion episodes.  It  is  an  accepted  fact  that 
ordinarilly  a child  who  suffers  febrile  con- 
vulsions eventually  outgrows  them.  If  a child 
has  a cerebral  lesion  and  the  fever  is  a 
precipitating  factor,  then  he  might  go  into 


adulthood  suffering  wdth  seizures.  This  might 
be  the  case  of  our  case  6 who  has  an  abnor- 
mal E.E.G.  whom  we  have  considered  a 
case  of  true  epilepsy. 

In  the  differential  diagnosis  of  our  cases 
one  has  to  rule  out  true  epilepsy  including 
reflex  epilepsy  of  the  startle  type  and  breath 
holding  spells. 

These  children  are  most  probably  not 
suffering  from  true  epilepsy  because  of  the 
lack  of  history  of  spontaneous  attacks,  the 
negative  family  history,  the  negative  history 
of  previous  severe  trauma  and  seizures  and 
the  negative  E.E.G.  except  for  case  6.  We 
were  also  careful  to  rule  out  the  usual  cause 
for  a syncope  and  seizure  in  children,  be- 
cause the  available  history  of  the  onset  of 
the  spell  in  our  cases  is  against  this  concept. 

Frequently  a child  with  epilepsy  falls  and 
suffers  a seizure  which  the  parents  attribute 
to  the  fall.  The  fact  is  that  the  fall  in  these 
other  cases  is  preceded  and  caused  by  the 
initial  loss  of  consciousness  which  occurs 
obviously  in  the  early  phase  of  the  epileptic 
seizure.  This  is  definitely  not  the  situation 
in  our  cases  in  which  several  attacks,  espe- 
cially in  tw'o  cases,  were  witnessed  by  a 
physician  and  the  children  accidentally  fell 
sustaining  a blow  to  the  head  and  the 
seizure  immediately  followed. 

In  startle  epilepsy  the  element  of  sur- 
prise is  the  important  precipitating  factor. 
This  factor  is  ruled  out  in  our  cases  because 
falls  not  producing  head  injury,  and  excite- 
ment and/or  surprising  stimuli  of  other 
nature  have  failed  to  elicit  seizures  in  our 
cases. 

Breath-holding  spells  usually  occur  in 
children  during  the  first  five  years  of  age.  The 
attacks  are  initiated  by  an  injury  or  anger, 
the  child  cries  vigorously  for  a period  of  time, 
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then  goes  into  an  apneic  (breath  holding) 
spell  which  is  followed  in  few  seconds  by  a 
slight  cyanosis  and  then,  the  child  falls  limp 
and  motionless.  Rarely  convulsive  move- 
ments have  been  described  with  breath-hold- 
ing. 

In  our  cases  there  is  no  anger  preceding 
the  attack  and  the  head  injury  is  not  follow- 
ed by  a period  of  crying  and  breath-holding. 

It  is  our  opinion  that  the  phenomenon 
we  have  observed  in  these  cases  is  due  to 
a low  threshold  for  convulsions,  probably 
genetically  determined,  and  the  seizures  re- 
corded w'ere  precipitated  by  a mild  head  in- 
jury. We  would  like  to  theorize  that  the 
head  injury  causes  a first,  second  or  third 
degree  of  concussion  and  that  the  waves  of 
force  released  incident  to  the  sudden  in- 
crease in  the  intracranial  pressure  trigger 
the  attack  in  an  individual  genetically  pre- 
disposed (Concussion  Convulsion). 

The  obvious  medico-legal  implications  of 
the  “concussion  convulsions”  are  of  utmost 
importance  and  as  it  always  happens  in 
the  courtroom,  each  case  has  to  be  thorough- 
ly evaluated  clinically  by  the  neurologist  on 
an  individual  basis  before  any  conclusions 
or  decisions  can  be  reached  by  our  courts 
of  justice. 

If  our  concept  of  “concussion  convul- 
sions” is  a valid  one,  as  our  observations 
seems  to  justify,  we  would  like  to  emphasize 
that  such  a diagnosis  should  be  applicable 
only  in  those  cases  when  the  specific  criteria 
previously  expounded  are  made  to  fit  the 
complete  clinical  entity. 

Summary 

The  concepts  of  epilepsy,  reflex  epilepsy, 
and  convulsions  are  briefly  considered.  Six 
cases  of  “concussion  convulsions”  are  present- 


Concussion Convulsions  249 


ed.  An  additional  adult  case  with  trauma  ap- 
parently reactivating  an  epileptic  disorder  is 
also  reported.  The  mechanism  of  brain  con- 
cussion is  briefly  discussed.  The  differential 
diagnosis  of  the  “concussion  convulsions”  is 
discussed.  The  theory,  that  mild  concussions 
following  head  trauma  might  be  the  precip- 
itating factor  of  seizures  in  an  individual 
with  a low  threshold  genetically  determined, 
is  advanced.  The  medico-legal  implication 
is  mentioned. 

Resumen 

Los  conceptos  de  epilepsia,  epilepsia  refleja 
y convulsiones  son  brevemente  considerados. 
Seis  casos  de  convulsiones  por  conmociones 
son  presentados.  Un  caso  adicional  de  un 
adulto  en  el  que  aparentemente  un  trauma- 
tismo reactiva  un  desorden  epiléptico  es 
también  informado.  El  mecanismo  de  la 
conmoción  cerebral  es  brevemente  conside- 
rado. El  diagnóstico  diferencial  de  las  con- 
vulsiones por  conmociones  es  considerado. 
Se  adelanta  la  teoría  que  conmociones  leves 
que  siguen  a un  traumatismo  del  cráneo 
pueden  causar  crisis  convulsivantes  en  in- 
dividuos predispuestos  genéticamente.  Las 
implicaciones  médico-legales  en  estos  casos 
son  mencionadas. 
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Polycystic  disease  of  the  kidneys  and  pri- 
mary gout  are  both  familial  diseases.  The 
adult  type  of  polycystic  disease  is  probably 
transmitted  as  an  autosomal  dominant  trait 
(1).  Inheritance  of  gout  has  also  been  re- 
lated to  a single  dominant  gene  which 
shows  incomplete  penetrance  ( 2 ) . More  re- 
cent evidence,  however,  suggests  that  the 
level  of  blood  urate  is  influenced  by  several 
genes  (3.) 

Polycystic  disease  of  the  kidneys  is  not 
infrequently  accompanied  by  cystic  disease 
of  the  liver  and  pancreas  (4,  5).  Other 
congenital  anomalies  may  also  be  associated 
(6,  7,  8,  9,  10,  11). 

Gout  frequently  coincides  with  other  gen- 
etically determined  diseases  including  obesi- 
ty (12),  diabetes  (13),  hypercholesterolemia 
(14),  hypertension  (15),  hyperparathyroid- 
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ism  (16),  glycogen  storage  disease  (17), 
ankylosing  spondylosis  and  anomalies  of  the 
spine  (18). 

Virchow  (19)  suggested  that  uric  acid  and 
lime  infarcts  in  the  renal  medullae  were  the 
cause  of  obstruction  which  led  to  the  for- 
mation of  renal  cysts.  Although  this  theory 
is  no  longer  tenable,  it  suggested  a relation 
between  uric  acid  and  polycystic  disease. 

The  present  is  a study  of  a family  which 
showed  a high  incidence  of  polycystic  di- 
sease of  the  kidneys  accompanied  in  several 
members  by  hyperuricemia  and  gouty  arthri- 
tis. Review  of  the  literature  has  failed  to 
uncover  a similar  previous  ocurrence.  Obser- 
vations in  a small  group  of  other  cases  of 
polycystic  kidneys  not  related  to  this  fam- 
ily are  also  presented. 

Family  Study 

Our  attention  was  called  to  this  family 
by  the  finding  in  one  patient.  Case  II  - 1,  of 
gouty  arthritis  associated  with  kidney  disease 
which  proved  to  be  polycystic.  When  the 
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family  liistoiy  was  elicited,  we  proceeded  to  Fig.  1 presents  the  pedigree.  Table  I in- 

e.xainine  all  the  relatives  who  were  available.  eludes  other  pertinent  data. 


POLYCYST/C  KIDNEY 


Fig.  1 : Predigree  showing  occurrence  of  polycystic 
kidneys  and  hyperuricemia.  Numbers  under  symbols 
represent  subject’s  age  in  years. 


Case  Reports 

Case  1-1 : 

This  man  died  at  the  age  of  58.  According 
to  his  wife  he  had  hypertension  and  diabetes. 
For  years  he  had  also  suffered  from  severe 
pain  in  the  lumbar  region  which  was  thought 
to  be  due  to  renal  calculi.  A definite  diagnosis 
was  never  established. 

Comment:  As  his  wife  (1-2)  has  been 
examined  and  found  to  be  normal,  it  seems 
probable  that  this  man  was  the  transmitter 
of  renal  disease  to  his  progeny. 

Case  ll-l : 

This  45-year  old  white  male,  the  propositus, 
was  first  admitted  to  this  hospital  in  October 
1950  because  of  fever  and  sore  throat.  He 
denied  cardiovascular  or  urinary  symptoms. 
In  1941  periorbital  edema,  hypertension,  albu- 
minuria and  microscopic  hematuria  were  noted 
for  the  first  time  on  routine  examinatoin  prior 
to  tonsillectomy  at  an  Army  hospital.  His 
blood  pressure  here  was  150/100.  Abdominal 


masses  were  not  palpable.  Hemoglobin  was 
16.2  g per  cent.  Blood  urea  nitrogen  was  13.5 
mg  percent  and  urea  clearance  was  92.5%  of 
normal.  Intravenous  pyelogram,  which  showed 
indistinct  images,  failed  to  demonstrate  any 
definite  abnormality.  Recovery  from  the  res- 
piratory infection  was  prompt. 

In  October  1955  he  entered  another  hospital 
because  of  acute  painful  swelling  of  the  left 
ankle  of  two  days  duration.  Blood  pressure 
was  160/120.  Urea  clearance  was  77%  of  nor- 
mal. Phenosulphthalein  (PSP)  excretion  was 
30%  in  one  hour.  While  hospitalized,  swelling 
and  redness  of  both  knees  and  later  pain  in 
the  right  hip  occurred.  These  symptoms  lasted 
about  10  days. 

He  was  readmitted  in  July  1956  because  of 
recurrence  of  swelling  and  pain  of  the  knees 
and  ankles.  Hemoglobin  was  10.9  g/100  ml; 
white-cell  count,  8,800.  The  urine  was  acid 
with  a specific  gravity  of  1.005  and  positive  for 
albumin.  C-reactive  protein  was  3 + . Latex 
fixation  was  negative.  Erythrocyte  sediment- 
ation rate  was  38  mm  in  one  hour.  Blood  urea 
nitrogen  was  61.5  mgm;  creatinine,  8.3  mgm 
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and  serum  uric  acid,  10.7  mgm  percent.  PSP 
excretion  was  3.5%  in  one  hour.  Blood  type 
was  0.  Roentgenograms  of  the  knees  showed 
effusions.  Intravenous  pyelogram  did  not  vi- 
sualize the  pelvicalyceal  system  but  did  show 
moderate  enlargement  of  both  kidneys.  Treat- 
ment with  colchicine  was  follow'ed  by  relief 
of  joint  inflammation. 

In  September  1961  he  returned  with  a 
painful,  swollen,  reddened  right  knee.  Serum 
uric  acid  was  10.8  mgm  percent.  Twenty-four 
hour  urine  uric  acid  was  0.64  g;  blood  urea 
nitrogen  was  43.8  mg.  percent;  creatinine, 

7.8  mg  percent.  Under  treatment  with  high 
fluid  intake,  low  protein  diet,  and  probenecid 
in  daily  doses  gradually  increasing  from  0.25 
to  1.0  g the  serum  uric  acid  decreased  to  6.2- 

7.9  mg  percent  but  the  urea  nitrogen  and  crea- 
tinine showed  an  upward  trend. 

During  the  following  months  the  patient 
continued  to  complain  of  recurrent  arthritis 
and  increasing  weakness,  general  malaise,  chil- 
liness, nausea  and  he  had  several  episodes  of 
gross  hematuria.  These  symptoms  of  progres- 
sive renal  failure  were  the  cause  of  hospitali- 
zations during  1962  and  1963. 

During  his  last  hospitalization  in  1963, 
the  patient  ran  a febrile  course  which  was 
thought  to  be  due  to  a secondary  urinary  in- 
fection. Blood  and  urine  culture  were,  however, 
negative.  Other  significant  laboratory  find- 
ings were  as  follows:  hemoglobin,  9 g/100  ml; 
leukocytes,  9,700;  blood  urea  nitrogen,  92.5 
mg  percent;  calcium,  7.0  mgm  percent;  phos- 
phorous, 9.4  mg  percent;  uric  acid,  10.7  mg 
percent;  cholesterol,  140  mgm  percent;  CO2 
combining  power,  13.5  mEq/L;  potassium,  5.9- 
6.0  mEq/L  Electrocardiograms  showed  peak- 
ed T-w’aves  and  a prolonged  QT  interval.  The 
uremic  picture  progressed  and  he  died  follow- 
ing a convulsive  seizure  on  March  12,  1963. 

Autopsy  revealed  the  presence  of  bilateral 
polycystic  disease  of  the  kidneys  (Fig.  2).  The 
cysts  were  lined  by  low  cuboidal  or  flattened 
endothelium-like  cells.  The  Intervening  paren- 
chyma showed  dilatation  of  the  tubules,  in- 
creased fibrous  tissue  and  in  some  areas  round 
cell  infiltration.  One  section  showed  a uric 
acid  deposit  surrounded  by  giant  cells  (Fig. 


3).  Many  glomeruli  showed  degenerative  chan- 
ges varying  from  early  fibrosis  and  hyaliniza- 
tion  to  complete  sclerosis.  On  the  articular 
cartilages  of  the  right  patella  and  the  left 
femur  grayish  white  excresences  were  seen. 
Sections  stained  by  de  Galantha’s  method  and 
hematoxylin-eosin  showed  these  to  be  deposits 
of  uric  acid.  This  was  confirmed  by  examina- 
tion under  polarized  light  (Fig.  4).  The  syno- 
vial tissue  was  otherwise  normal. 

The  liver  was  enlarged  and  congested, 
weighing  2770  grams.  There  were  numerous 
pale-yellow  gray  areas  in  the  subcapsular  and 


Fig.  2:  Case  II  - 1.  Gross  appearance  of  the 
kidneys,  typical  of  polycystic  disease  of  the 
adult  type. 


Fig.  3:  Case  II  - 1.  Kidney  section  showing 
uric  acid  deposit  surrounded  by  giant  cells. 
Hematoxylin-eosin  stain,  original  magnifica- 
tion, X 250. 
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Fig.  4:  Case  II  - 1.  Uric  acid  deposit  in  ar- 
ticular cartilage  of  the  knee.  Unstained  prep- 
aration. Polarized  light.  Original  magnifica- 
tion, X 1000. 


Fig.  5:  Case  II  - 1.  Microhamartoma  of  the 
liver  in  portal  area.  Hematoxylin-eosin  stain, 
original  magnification,  X 120. 


portal  tracts  which  measured  1 to  3 mm  in 
diameter.  These  consisted  of  groups  of  epi- 
thelial-lined spaces  containing  an  eosinophillic 
precipitate  separated  by  dense,  relatively  acel- 
lular fibrous  tissue  (Fig.  5). 

The  cerebral  vessels  were  normal.  The 
heart  weighed  450  grams.  It  showed  moderate 
left  ventricular  hypertrophy  and  minimal  cor- 
onary atherosclerosis.  The  lungs  were  marked- 
ly edematous.  One  section  showed  a small  cyst. 

Comment:  The  predominant  involve- 
ment of  the  knees  and  ankle  joints,  the  brevity 
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of  the  attacks  of  arthritis,  the  response  to 
colchicine  and  the  anatomo-pathologic  find- 
ings in  this  case  are  characteristic  of  gouty 
arthritis.  As  the  diagnosis  of  gout  was  not 
initially  suspected,  the  serum  uric  acid  level 
was  not  determined  before  the  onset  of  renal 
insufficiency.  It  is,  therefore,  possible  that 
the  hyperuricemia  later  demonstrated  may 
have  been  due  to  impaired  uric  acid  ex- 
cretion. 

Hepatic  lesions  as  found  in  this  man 
have  previously  been  found  in  association 
with  polycystic  kidneys,  being  called  micro- 
hamartomas by  Popper  (20)  and  Meyen- 
burg’s  complexes  by  Melnick  (5).  Dilatation 
of  these  lesions  leads  to  the  formation  of 
the  multiple  cysts. 

Case  II  - 2: 

This  48-year  old  white  male,  brother  of  the 
propositus,  developed  left  flank  pain  in  1958 
which  recurred  repeatedly  thereafter.  In  1959 
pyuria  and  albuminuria  were  detected.  Subse- 
quently, bursitis  of  his  right  shoulder  was 
diagnosed.  During  1961  pain  and  swelling  of 
the  second  toe  of  the  left  foot  and  episodes  of 
severe  right  flank  pain  occurred.  Microscopic 
hematuria  was  found.  In  November  1962  he 
was  hospitalized  because  of  persistent  right 
flank  pain.  Blood  pressure  was  130/90  mm. 
Hg.  There  was  right  costovertebral  tenderness, 
but  no  mass  was  found.  Joints  were  normal 
and  no  tophi  were  noted. 

Hematocrit  was  47.5%,  and  the  white-cell 
count  was  8,000.  The  urine  was  acid  (pH 
5.2),  specific  gravity  was  1.011,  and  there  were 
few  leukocytes  in  the  sediment.  The  urea-ni- 
trogen was  8.8  mg  percent;  serum  uric  acid, 
10.4  mg  percent;  creatinine,  1.4  mg  percent; 
alkaline  phosphatase,  2.9  SJR  units;  calcium, 
9.8  mg  percent;  phosphorous,  3.7  mg  percent. 
Urine  uric  acid  was  0.55  to  .78  g per  24  hours 
(unrestricted  diet).  PSP  excretion  after  intra- 
venous injection  was  37.5%  in  one  hour. 

Roentgenograms  of  the  chest  was  negative. 
Retrograde  pyelogram  showed  both  kidneys 
to  be  enlarged  and  a bizarre  appearance  of  the 
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calyces  with  stretching  of  the  infundibula  was 
seen  (Fig.  6A). 

His  three  children,  all  under  ten  years,  are 
apparently  healthy. 

Comment:  The  enlargement  of  both  kid- 
neys and  bizarre  appearance  of  the  calyces 
are  highly  suggestive  of  polycystic  kidneys. 
The  joint  manifestation  associated  with  hy- 
peruricemia point  to  gouty  arthritis. 

Case  11-3: 

This  43-year  old  brother  of  the  propositus 
first  experienced  right  flank  pain  accompanied 
by  gross  hematuria  in  1943.  In  May  1957  he- 
patomegaly, albuminuria,  hematuria  and  pyur- 
ia were  found  on  routine  examination  at  his 
place  of  employment.  Urea  nitrogen  was  18 
mgm  percent.  Bromsulphthalein  excretion  and 
plasma  proteins  were  normal.  Intravenous 
pyelogram  showed  polycystic  kidneys. 

In  June  1957  he  was  found  to  have  hyper- 
tension and  the  urea  nitrogen  was  28  mgm 
percent.  Aspiration  and  resection  of  several 
cysts  were  done  in  Caracas,  Venezuela.  Since 
1961  he  has  been  taking  chlorothiazide. 

Physical  examination  in  1962  revealed 
moderate  hepatomegaly  and  a blood  pressure 
of  140/100  mm  Hg.  The  kidneys  were  not 
palpable. 

The  hemoglobin  was  14  g percent;  leu- 
kocytes, 6,000  per  cu.  mm.  The  urine  was  acid; 
specific  gravity,  1.028;  albumin,  3;  sediment: 
3-4  leukocytes/ HPF.  The  urea  nitrogen  was 
13.1  mg  percent;  creatinine,  1.5  to  1.9  mg 
percent;  serum  uric  acid,  12.1  mg  percent.  A 
twenty-four  hour  urine  collection  contained 
0.84  g of  uric  acid. 

His  three  children,  aged  12,  13  and  14,  are 
apparently  healthy.  They  were  not  available 
for  examination. 

Comment:  It  is  not  certain  whether  the 
hyperuricemia  found  in  this  man  is  a man- 
ifestation of  a familial  trait,  due  to  renal 
insufficiency,  or  to  chlorothiazide.  One  may 
suspect  the  presence  of  polycystic  disease  of 
the  liver  because  of  the  presence  of  hepato- 


megaly unaccompanied  by  symptoms  or  func- 
tional disturbance  (9). 

Case  II  - i: 

This  42-year  old  brother  of  the  propositus, 
complained  of  low  back  pain  since  1954  which 
was  thought  to  be  due  to  a herniated  nucleus 
pulposus.  In  December  1961  he  had  pain  in 
both  ankles  and  later  in  both  knees  without 
signs  of  inflammation. 

Physical  examination  was  negative.  Blood 
pressure  was  130/94  mm  Hg.  Urinalysis  was 
normal.  Serum  uric  acid  was  7.5  mg  percent. 
Urine  uric  acid  excretion  was  0.82  g per  24 
hours  (unrestricted  diet).  Intravenous  pyelo- 
gram was  normal. 

His  children,  all  of  whom  seem  to  be  well, 
w'ere  not  present  for  examination. 

Comment:  This  man  showed  slight  hy- 
peruricemia which  was  accompanied  by  joint 
symptoms,  but  the  full  clinical  picture  of 
gouty  arthritis  has  not  developed.  He  is 
the  only  sibling  who  has  not  shown  any 
evidence  of  polycystic  disease. 

Case  II  - 5: 

This  41-year  old  female  first  had  urinary 
symptoms  at  the  age  of  11  years.  A diagnosis 
of  pyelonephritis  was  made.  Since  that  time 
she  has  had  repeated  episodes  of  lumbar  ache. 
In  1960,  when  she  consulted  a urologist  be- 
cause of  urinary  infection,  a pyelogram  show- 
ed polycystic  kidneys. 

Physical  examination  was  normal.  Blood 
pressure  was  110/70.  Urinalysis  was  normal. 
Hemoglobin  was  10.8  g per  100  ml.  Serum 
uric  acid  was  3.7  mg  and  urea  nitrogen  10 
mg/ 100  ml.  PSP  excretion  was  50%  in  one 
hour.  Culture  of  bladder  urine  grew  E.  coli. 
Urine  from  both  kidneys  was  sterile.  Intra- 
venous and  retrograde  pyelograms  (Fig.  6B) 
showed  both  kidneys  to  be  of  normal  size. 
The  upper  calyces,  particularly  on  the  left 
side,  were  deformed  suggesting  the  presence 
of  cysts. 

Her  oldest  son  has  Marfan’s  syndrome. 
One  daughter  has  epilepsy.  Her  four  other 
children  are  well.  Blood  urea  nitrogen,  uric 
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Fig.  6:  Pyelograms: 

A)  Case  II  - 2:  Retrograde,  right,  demonstrat- 
ing bizarre  calyces  with  stretching  of  the  in- 
fundibula. B)  Case  II  - 5:  Intravenous,  left, 
showing  deformity  of  the  upper  calyces  sug- 
gesting presence  of  cysts.  C)  Case  III  - 3: 


acid  and  urinalysis  were  done  in  the  four  ol- 
dest children  and  found  normal  (III  - 17  to 
22). 

Comment:  The  only  female  among  the 
propositus’  siblings,  this  woman  also  had 
findings  on  pyelography  which  aie  highly 


Intravenous,  left,  showing  small  pelvis  and 
suggestion  of  extrinsic  pressure  on  the  upper 
and  middle  calyces.  D)  Case  A.  Intravenous, 
left,  showing  multiple  filling  defects  of  the 
pelvicalyceal  system  due  to  cysts. 


suggestive  of  polycystic  kidney  disease.  Hy- 
peruricemia was,  however,  absent. 

Case  III  - 6: 

This  24-year  old  male,  son  of  the  proposi- 
tus, gave  a history  of  a single  episode  of 
painless  hematuria  which  had  occurred  five 
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years  before.  He  was  otherwise  asymptomatic. 
Blood  pressure  was  normal.  Urinalysis  reveal- 
ed slight  albuminuria.  Serum  uric  acid  was 
7.5  mgm  percent.  Intravenous  pyelogram  was 
normal. 

Comment;  Polycystic  disease  was  def- 
initely found  in  only  one  of  the  offspring  of 
the  propositus.  One  has  another  anomaly, 
double  kidney  and  ureter.  Two  have  hyperu- 
ricemia. Other  symptoms  and  findings  such 
as  hypertension  (Case  II I- 1,  and  painless 
hematuria  and  albuminuria  (Case  III-6),  in 
members  of  this  group  must  be  viewed  with 
suspicion  as  the  individuals  have  not  reached 
the  age  when  polycystic  disease  usually  be- 
comes clinically  manifest. 

Other  Cases 

Of  13  male  patients  with  polycystic  kidneys 
who  were  unrelated  to  the  family  studied, 
only  two  had  articular  symptoms  (Table  II). 
Serum  uric  acid  was  determined  in  ten  and 
was  found  elevated  in  six.  In  only  one  of  them 
was  hyperuricemia  associated  with  azotemia. 
Inquiries  about  their  families  revealed  renal 


disease  and  hypertension  in  several,  but  no 
relative  wdth  inflammatory  arthritis  was  des- 
cribed. 

To  be  noted  is  the  finding  of  the  AB  blood 
group  in  3 of  10  cases  where  typing  was 
done.  It  is  not  possible  to  judge  the  significance 
of  this  incidence  because  of  the  small  number 
of  cases  studied  and  the  absence  of  a control 
group.  Dalgaard  (21)  did  not  find  a genetic 
relation  between  polycystic  kidneys  and  ABO 
or  other  blood  groups  in  a large  study. 

Case  Report 

Case  A : 

This  34-year  old  colored  male  was  first 
admitted  on  February  13,  1961  with  a cerebral 
hemorrhage  resulting  in  left  hemiplegia.  He 
gave  a history  of  exertional  dyspnea  and 
frequent  headaches  of  six  months  duration. 
Six  months  before,  following  an  episode  of 
lumbar  pain,  he  had  been  found  to  have  mi- 
croscopic hematuria.  In  1957  and  1958  he  had 
acute  episodes  of  painful  inflammation  of  the 
left  big  toe.  During  the  last  year  he  had  had 
several  episodes  of  transient  weakness  of  the 
left  extremities. 

On  admission  he  exhibited  a left  hemiplegia 
and  complained  of  severe  headache,  but  his 


TABLE  1 1 DATA  ON  OTHER  CASES  OF  POLYCYSTIC  KIDNEYS 


Case 

Age 

Arthritis 

Blood 
Pressure 
(mm  Hg) 

Blood 

Type 

Serum  Uric 
Acid 

(mg/100  ml) 

Blood 
Urea 
Nitrogen 
(mg/100  ml) 

A 

34 

+ 

160/110 

AB  Rh-f- 

12.4 

17 

B 

33 

0 

190/130 

AB  Rh-h 

6.4 

38.9 

C 

35 

+ 

170/100 

0 Rh-t- 

7.2 

15.1 

D 

74 

— 

210/110 

— 

6.1 

21.2 

E 

39 

0 

140/100 

A 

6.1 

13.8 

F 

53 

0 

180/120 

AB  Rh-I- 

12.0 

15.0 

G 

26 

0 

160/110 

A 

7.8 

21.8 

H* 

38 

0 

110/80 

— 

— 

13 

I* 

65 

0 

150/100 

0 Rh-h 

— 

90 

J* 

41 

0 

160/110 

— 

— 

84 

K 

40 

0 

140/110 

0 

5.4 

12.4 

L 

68 

0 

120/80 

A Rh“f* 

7.8 

13.4 

M 

67 

0 

160/110 



— 

15 

N 

33 

0 

140/90 

B Rh-1- 

7.3 

6.2 

— Dead. 
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sensorium  was  lucid.  The  retinae  showed  mark- 
ed arteriolar  narrowing,  slight  edema  of  the 
left  optic  disc  and  a single  small  fresh  hemorr- 
hage. Blood  pressure  was  240/124  mm  Hg. 
The  heart  was  not  enlarged,  but  the  aortic 
second  sound  was  markedly  accentuated.  There 
was  hyperreflexia  and  a positive  Babinski 
sign  on  the  left  side.  No  abdominal  mass  was 
felt. 

Hemoglobin  was  13.2  per  100  ml;  hemato- 
crit, 48%.  Urinalysis  revealed  minimal  albu- 
min, specific  gravity,  1.020,  acid  reaction  and 
occasional  leukocytes.  Blood  urea  nitrogen  was 
16.5  mg  percent;  sodium,  135  mEq/L,;  potas- 
I sium,  4.3  mEq/L.;  chlorides,  99  mEq/L.  CO2 
25  mEq/L.  PSP  excretion  was  34%  in  one 
hour  after  intravenous  injection. 

Electrocardiogram  showed  left  ventricular 
hypertrophy  and  various  rhythms  including 
sinus,  high  and  low  nodal  with  retrograde 
conduction,  atrio-ventricular  dissociation  with 
interference,  combined  atrial  complexes,  and 
I wandering  pacemaker. 

Roentgenogram  of  the  chest  was  negative. 
Intravenous  pyelogram  (Fig.  6D)  showed 
polycystic  kidneys.  Both  kidneys  were  marked- 
ly enlarged.  The  spleen  was  normal. 

Lumbar  puncture  yielded  grossly  bloody 
fluid.  Right  carotid  arteriogram  was  normal. 
Under  treatment  with  reserpine  by  the  intra- 
venous route  and  later  chlorothiazide  and  hy- 
dralazine he  improved,  leaving  the  hospital 
with  an  almost  normal  blood  pressure  and 
minimal  weakness  of  the  left  extremities. 

At  home  he  continued  taking  reserpine, 
hydralazine  and  chlorothiazide  until  readmis- 
sion on  February  6,  1962  with  acute  inflam- 
matory arthritis  of  the  right  ankle  and  meta- 
tarsal joints. 

Blood  pressure  was  140/110  mm  Hg.  Tem- 
perature was  99.4?F.  There  was  residual  left 
hemiparesis.  No  tophi  were  found. 

Hemoglobin  was  14  g per  100  ml;  leuko- 
I cytes  were  10,700  per  cu.  mm.  Blood  urea 
nitrogen  was  10.3  mg;  serum  uric  acid,  12.8 
mg  percent.  PSP  excretion  was  20%  in  2 
hours. 

Colchicine  in  toxic  doses  produced  no  relief. 
Following  administration  of  phenylbutazone 
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inflammation  of  the  joints  subsided  within 
twelve  hours.  Chlorothiazide  was  discontinued 
and  probenecid,  0.5  gm  was  given  twice  daily. 

On  October  12,  1962  he  was  readmitted  with 
acute  arthritis  of  the  left  knee. 

Hemoglobin  was  17.6  g percent;  hemato- 
crit, 55.5%;  erythrocytes,  5,900,000  per  cu. 
mm.;  leukocytes,  8,400  per  cu.  mm.  Platelets 
were  normal  in  smear.  Blood  urea  nitrogen 
was  14.5  mg  percent.  Blood  group  was  AB 
Rh  + . Urea  clearance  was  43.9%  of  normal. 
Serum  uric  acid  was  12.4  mg  percent.  Urine 
uric  acid  varied  from  0.40  to  0.73  g per  day. 
Plasma  iron  clearence  half-time  (Fe-59)  was 
71  minutes.  Plasma  iron  turnover  rate  was 
0.76  mgm/day/100  ml  blood.  Alkaline  phos- 
phatase number  of  the  leukocytes  was  4 (22). 

Again  phenylbutazone  produced  prompt 
relief  of  the  arthritis. 

Comment 

Careful  study  of  their  families  did  not 
reveal  a relationship  between  this  man 
and  the  propositus.  He  also  presents  poly- 
cystic kidneys,  hypertension,  hyperuricemia, 
inflammatory  arthritis  and  obesity.  Although 
the  patient  has  received  chlorothiazide,  the 
episodes  of  inflammatory  arthritis  anteceded 
this  and  they  continued  to  occur  after  the 
drug  was  omitted.  Additional  features  were 
the  relatively  high  red  cell  and  hemoglobin 
values.  In  the  absence  of  leukocytosis,  throm- 
bocytosis, elevated  alkaline  phosphatase  of 
the  leukocytes  or  splenomegaly,  polycythe- 
mia vera  appears  unlikely.  We  have  attribut- 
ed the  erythrocytosis  to  the  renal  disease.  Its 
occurrence  with  renal  cysts  has  been  describ- 
ed by  others  (23). 

Discussion 

Three  of  the  four  adults  in  the  family 
studied  who  had  ])olycystic  kidneys  also  had 
hyperuricemia.  An  additional  sibling  had 
hyperuricemia  without  detectable  renal  ab- 
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normality.  Six  of  10  other  unrelated  cases 
also  showed  an  elevated  serum  uric  acid. 
The  apparent  incidence  of  both  abnormalities 
in  the  third  generation  of  the  kindred  is 
probably  smaller  than  the  true  one  of  the 
genetic  factors  because  of  the  fact  that 
both  phenotypes  do  not  usually  become 
manifest  before  the  third  decade  of  life. 
Although  the  group  of  cases  studied  is 
small,  the  coincident  occurrence  of  these 
two  hereditable  conditions  appears  to  be 
higher  than  might  be  expected  by  chance. 
Several  possible  explanations  for  this  may 
be  considered. 

Renal  insufficiency  resulting  in  decreased 
excretion  of  uric  acid  may  cause  hyperurice- 
mia. In  some  of  the  cases  studied  where 
considerable  impairment  of  renal  function 
was  present,  this  explanation  is  tenable.  In 
most  of  them,  however,  hyperuricemia  or 
gouty  arthritis  preceded  the  onset  of  renal 
insufficiency.  The  normal  urinary  excretion 
of  uric  acid  found  in  several  of  the  patients 
with  hyperuricemia  weighs  against  this  ex- 
planation. Furthermore,  even  though  hy- 
peruricemia is  not  infrequent  in  severe  renal 
insufficiency,  gouty  arthritis  secondary  to 
this  is  very  uncommon  (24,  25). 

Several  drugs,  including  chlorothiazide, 
are  known  to  produce  hyperuricemia  and 
gout  (26).  In  only  one  case  examined  is  it 
possible  that  the  administration  of  chloro- 
thiazide may  have  contributed  to  the  hyper- 
uricemia. The  rest  of  the  subjects  exhibiting 
this  abnormality  had  not  received  any  drug 
known  to  alter  serum  uric  acid  levels. 

A genetic  linkage  of  the  two  conditions 
appears  to  be  the  most  likely  explanations 
for  the  increased  incidence  of  hyperuricemia 
among  these  patients  with  polycystic  kid- 
neys. A similar  association  has  been  found 


to  occur  between  gout  and  other  heredit- 
able metabolic  disturbances  and  congenital 
anomalies  (12,  18).  It  is  of  interest  that  2 
of  6 subjects  reported  by  Caner  and  Decker 
(27)  who  were  undergoing  hemodialysis  for 
renal  insufficiency  and  who  presented  gouty 
arthritis  had  polycystic  kidneys.  Study  of  a 
larger  group  of  unrelated  adults  with  poly- 
cystic kidney  disease  before  the  onset  of 
renal  insufficiency  and  complete  study  of 
other  family  groups  will  be  required  to 
establish  whether  a genetic  linkage  actual- 
ly occurs. 

Summary 

A family  group  has  been  described  in 
which  six  members  were  found  to  have 
polycystic  kidneys  and  six  had  hyperurice- 
mia. Two  of  them  had  gouty  arthritis. 
Among  six  other  unrelated  persons  having 
polycystic  kidneys  hyperuricemia  was  also 
found.  It  is  proposed  that  a genetic  linkage 
may  be  present  between  these  two  diseases. 

Resumen 

Se  estudió  una  familia  encontrándose 
que  seis  de  sus  miembros  tenían  riñones  po- 
liquísticos  y otros  seis  hiperuricemia.  Tres 
de  cuatro  adultos  con  riñones  poliquísticos 
también  tenían  hiperuricemia.  La  autopsia 
en  un  caso  reveló  cambios  articulares  típi- 
cos de  artritis  gotosa,  microhamartomas  del 
hígado  y riñones  poliquísticos.  En  seis  de 
diez  personas  no  relacionadas  con  esta  fami- 
lia, que  tenían  riñones  poliquísticos,  se  en- 
contró también  hiperuricemia.  Dos  de  ellas 
tenían  artritis. 

Como  la  hiperuricemia  o la  artritis  goto- 
sa encontrada  precedía  o ocurría  en  ausen- 
cia de  insuficiencia  renal  y la  excreción  uri- 
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naria  de  ácido  úrico  no  estaba  disminuida, 
se  considera  probable  que  la  asociación  entre 
hiperuricemia  y riñones  poliquisticos  tenga 
una  base  genética.  Estudios  más  extensos 
serán  necesarios  para  establecer  esta  rela- 
ción. 
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OCULAR  EMERGENCIES  AND 
THE  GENERAL  PRACTITIONER 
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When  I was  in  Medical  School  I had  a 
professor  who  used  to  state  repeatedly  that 
many  things  in  medicine  are  missed  not  so 
much  by  not  knowing  but  rather  by  not 
looking.  I do  not  think  there  is  a medical 
specialty  about  which  this  statement  is  truer 
and  more  applicable  than  it  is  about  oph- 
thalmology. For  there  is  a tendency  among 
many  general  practitioners  to  not  even  as 
much  as  look  when  a patient  presents  him- 
self with  any  given  eye  complaint.  The 
first  thought  seems  to  be  to  refer  the  patient 
immediately  to  an  ophthalmologist.  The  ab- 
surdity of  this  mode  of  behavior  cannot  be 
too  strongly  emphasized. 

Many  eye  conditions,  especially  those  of 
an  emergency  nature  can  and  should  be 
treated  by  the  general  practitioner  who 
first  sees  the  case.  Not  doing  it  can  mean 
all  the  difference  between  saving  valuable 
vision  of  an  eye  and  total  loss  of  a tremend- 
ously valuble  organ.  I do  not  mean  by  this 
that  the  general  practitioner  should  try  to 
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tackle  all  ocular  emergencies.  A general 
practitioner  first  and  foremost  has  to  know 
his  limitations.  But  he  should  be  able  to  de- 
termine which  cases  he  should  take  care  of 
and  which  cases  he  should  immediately  re- 
fer to  the  ophthalmologist. 

An  ocular  emergency  may  be  defined  as 
a condition  which  in  the  opinion  of  the 
patient  threatens  or  has  already  caused  loss 
of  vision,  severe  pain  or  deformity.  Also,  a 
condition  which  is  alarming  to  the  patient 
may  be  considered  an  emergency  although 
to  us  physicians  such  a condition  may  act- 
ually seem  trivial. 

In  order  for  a general  practitioner  to 
be  able  to  take  care  of  some  of  these  ocular 
emergencies  I think  it  is  my  duty  to  inform 
them  that  a certain  amount  of  minimum 
equipment  is  needed  to  properly  examine 
these  cases. 

First  of  all,  a magnifying  loupe  is  a 
must.  The  one  we  ophthalmologists  prefer  be- 
cause it  is  practical  and  reasonably  priced  is 
the  Beebe  loupe.  Also  needed  is  a good  focal 
light  and  I do  not  think  that  anything  is 
better  than  a good  flashlight.  A topical  eye 
anesthetic  such  as  pontocaine  /2%)  tooth- 
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pick  apjjlicatois,  fluorescein,  an  atomizer 
witli  sterile  water  or  saline  and  a hypoder- 
mic needle  to  use  in  the  removal  of  foreign 
bodies  also  indispensable  if  one  it  to  proper- 
ly handle  these  emergencies. 

Foreign  Bodies  of  the  Lids  and  Cornea: 

Foreign  bodies  of  the  lids  and  cornea 
are  probably  among  the  commonest  ocular 
emergencies. 

A patient  with  a foreign  body  under 
the  upper  lid  can  usually  pinpoint  its  lo- 
cation. All  you  have  to  do  is  ask  the  pa- 
tient where  they  feel  the  annoyance  and 
they  will  immediately  point  to  the  exact 
location  of  the  foreign  body.  Foreign  bodies 
under  the  upper  lid  are  very  disturbing 
whereas  those  under  the  lower  lid  do  not 
seem  to  cause  discomfort  unless  they  are 
of  considerable  size. 

Foreign  bodies  under  the  upper  lid 
usually  lodge  themselves  in  the  sulcus  in- 
side of  the  lash  margin  on  the  conjunctival 
surface.  When  the  lid  is  everted,  the  foreign 
body  is  readily  seen  and  can  be  removed 
with  a moist  toothpick  applicator.  No  fur- 
ther treatment  is  usually  necessary  (Fig.  1). 
Some  of  these  foreign  bodies  may  be  tiny 
and  colorless  and  then  it  is  very  difficult  to 
visualize  them.  In  these  cases  what  many 
ophthalmologists  do  is  pass  a moist  toothpick 
applicator  over  the  whole  length  of  the 
everted  lid. 

Everting  the  upper  lid  is  not  always 
an  easy  matter  unless  the  proper  technique 
is  used.  The  proper  technique  consists  of 
grasping  the  lashes  of  the  temporal  quarter 
of  the  upper  lid  while  the  patient  is  in- 
structed to  look  down.  The  other  thumb  or 
a toothpick  applicator  is  placed  above  the 


Fig.  1 — Foreign  body  under  upper  lid,  (lid 
everted) . 


tarsal  border  of  the  lid.  The  lid  is  then 
pulled  down  and  slightly  outwards,  the 
hand  holding  the  lashes  therby  everting  the 
lid  outward  on  the  indenting  thumb  or 
toothpick  applicator. 

In  searching  for  a corneal  foreign  body, 
which  can  sometimes  be  very  difficult  to 
find,  a drop  of  one  percent  fluorescein  or 
better  yet  a fluorescein  strip  is  used  to  color 
the  denuded  corneal  epithelium  green  which 
serves  the  purpose  of  highlighting  the  foreign 
body  or  corneal  abrasion,  making  the  ex- 
amination easier. 

Another  method  to  visualize  such  a foreign 
body  is  to  have  the  patient  rotate  his  eye  in 
an  attempt  to  get  the  pupil  behind  the  foreign 
body,  thus  creating  contrast  between  the 
foreign  body  and  the  pupil.  Corneal  foreign 
bodies  can  frequently  be  irrigated  off  the 
anesthetized  eye  with  an  atomizer.  If  this 
were  not  successful,  then  the  foreign  body 
may  be  lifted  off  with  the  sharp  end  of  a 
sterile  hypodermic  needle.  Attempts  to  re- 
move an  embedded  corneal  foreign  body  with 
a toothpick  applicator  may  damage  the  cor- 
nea and  a considerable  amount  of  epithelium 
may  also  be  removed  as  well.  Following  re- 
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moval  of  a corneal  Toreign  body,  an  antibiotic 
ophthalmic  ointment  should  be  applied  and 
the  eye  should  be  tightly  patched  for  24  hours 
I at  the  end  of  which  the  damage  produced 
! by  the  foreign  body  and  the  trauma  associat- 
j ed  with  its  removal  will  usually  have  com- 
i pletely  healed. 

I Metallic  foreign  bodies  usually  deposit 
rust  rings  where  they  become  embedded. 
While  the  foreign  body  can  be  easily  removed 
with  a foreign  body  spud  or  with  a hypoder- 
I mic  needle  the  rust  ring  will  usually  be  left 
behind.  Its  removal  is  usually  difficult  and 
special  rust  ring  removers  are  necessary,  so 
i that  a case  like  this  should  be  referred  to  the 
ophthalmologist.  However,  some  rust  rings 
can  be  removed  easily  if  they  are  touched 
with  an  applicator  moistened  in  1%  silver 
nitrate  and  the  eye  is  patched  for  24  hours. 
Usually  after  24  hours  the  entire  rust  ring 
can  be  easily  lifted  from  its  bed  with  a hypo- 
dermic needle. 

Every  now  and  then  one  comes  across  a 
case  with  multiple  foreign  bodies  in  the  cor- 
nea. Such  cases  may  occur  when  a gun 
backfires  or  when  the  tire  of  a bycicle  ex- 
plodes. If  it  looks  like  their  attempted  remo- 
val, especially  in  the  pupillary  area  of  the 
cornea  might  lead  to  corneal  scarring  and 
consequent  visual  loss,  it  is  best  to  apply  an 
antibiotic  ophthalmic  ointment  and  patch 
the  eye.  The  foreign  bodies  will  extrude  them- 
selves slowly  but  surely. 

Corneal  Abrasions: 

When  the  cornea  is  injured,  whether  by  a 
1 blunt  or  a sharp  object  or  a fingernail,  the 
eye  should  be  anesthetized  with  a solu- 
tion of  pontocaine.  This  relieves  the  pain, 
which  many  times  is  severe  and  at  the  same 
time  permits  the  patient  to  cooperate  with 


the  examination.  To  better  visualize  an  abra- 
sion, a drop  of  fluorescein  or  better  yet  one 
of  the  relatively  new  fluorescein  strips  of 
paper  should  be  applied  to  the  eye.  Fluo- 
rescein immediately  stains  and  thereby  out- 
lines the  area  of  the  abrasion.  Abrasions  are 
treated  by  simply  irrigating  the  eye,  applying 
an  antibiotic  ophthalmic  ointment  and  patch- 
ing the  eye.  Most  abrasions  heal  overnight 
with  this  treatment.  Corneal  ulceration  may 
be  the  end  result  of  a corneal  abrasion  if 
such  a course  of  treatment  is  not  followed. 

Corneal  Ulcers: 

Corneal  ulcers  may  appear  in  any  part  of 
the  cornea.  They  are  diagnosed  by  staining 
the  cornea  with  fluorescein.  Bacterial  iden- 
tification is  important  in  this  type  of  lesion. 
This  is  done  by  scraping  the  ulcer  and  cultur- 
ing the  scraped  material.  It  is  not  good 
therapy  to  use  ophthalmic  ointments  in  ulcers 
with  associated  purulent  discharge  as  the 
pentup  secretions  could  macerate  the  cornea 
and  make  things  worse. 

Acute  Conjunctivitis: 

A diagnosis  of  acute  conjunctivitis  can 
safely  be  made  in  the  presence  of  a red 
eye  and  discharge.  Patients  with  this  con- 
dition usually  become  alaniied  sometimes 
because  of  the  pronounced  redness  of  the 
globe  in  many  of  these  cases.  The  treatment 
here  can  consist  of  either  using  an  antibiotic 
alone  or  a combination  of  an  antibiotic  and 
a steroid.  Both  of  these  should  be  applied 
frequently  specially  the  first  two  days.  There 
are,  however,  cases  of  conjunctivitis  in  which 
more  or  less  severe  itching  occurrs.  Fhese  are 
cases  of  allergic  conjunctivitis.  I'hese  respond 
very  readily  to  the  use  of  a steroid  solution 
such  as  Maxidex  or  a steroid-vasoconstrictor 
combination  such  as  Prednefrin. 
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Subconjunctival  Hemorrhage: 

A condition  wliich  alarms  a patient  tre- 
mendously is  that  of  subconjunctival  he- 
morrhage and  although  we  ophthalmologists 
consider  it  a trivial  situation,  it  has  to  be 
considered  an  emergency  from  the  patient’s 
point  of  view.  I’he  condition  comes  on  spon- 
taneously most  of  the  times  or  it  might  follow 
a blow  over  the  eye.  It  occurrs  as  the  result 
of  a capillary  bursting.  The  patient  may  be 
unaware  of  this  until  it  is  called  to  his  atten- 
tion by  a friend  or  a member  of  his  family. 
These  hemorrhages  are  less  common  in  chil- 
dren than  adults.  These  cases  actually  do 
not  require  any  treatment.  However,  for  psy- 
chological reasons  and  for  the  good  it  might 
do  I believe  it  is  good  practice  to  have  them 
apply  cold  compresses  three  or  four  times  a 
day  for  the  first  48  hours  to  prevent  further 
bleeding.  After  that,  hot  compresses  are  ap- 
plied for  a few  more  days  to  stimulate  the 
absorption  of  the  blood.  In  those  cases  in 
which  the  hemorrhage  is  extensive  one  of 
the  blood  absorbing  enzymes  such  as  Chy- 
moral  should  be  used. 

Chemical  Burns: 

A real  ophthalmic  emergency  is  definitely 
that  of  a chemical  burn  either  by  acid  or 
caustic  soda.  This  is  something  that  has  to 
be  treated  immediately  on  the  spot.  The  most 
important  measure  is  to  try  to  wash  out  the 
chemical  substance  as  much  as  possible  with 
water.  If  water  is  not  available,  then  milk, 
soda  water  or  some  other  such  liquid  should 
be  used.  The  irrigation  should  be  copious  and 
it  should  be  continued  for  hours  if  the  cornea 
has  been  affected  as  this  offers  the  only  way 
of  removing  the  chemical  material  satisfac- 
torily. Since  these  patients  have  a tendency 
to  close  their  eyes,  someone  should  forcefully 


open  the  eyes,  while  another  person  pours 
the  water  or  liquid.  If  the  patient  happens 
to  be  in  the  neighborhood  of  a tap  of  water, 
then  the  eye  should  be  held  under  the  open 
tap  of  water.  If  any  foreign  material  is  pre- 
sent this  should  be  immediately  removed. 
Acid  burns  tend  to  cause  immediate,  usually 
localized,  non-progressive  necrosis.  Alkali 
burns  on  the  other  hand,  are  dangerous  and 
progressive  (Fig.  2). 


Fig.  2 — Alkali  burn  showing  hazy  cornea  and 
bloodshot  conjunctiva. 


A frequent  cause  of  corneal  injury  is 
over-exposure  to  ultraviolet  light  or  to  a sun 
lamp.  This  type  of  exposure  produces  a 
marked  superficial  punctate  keratitis  which 
is  characterized  by  severe  lid  spasm  and  pain. 
In  these  cases  the  application  of  a local  anes- 
thetic such  as  pontocaine  j/2%  will  permit 
the  patient  to  cooperate  to  open  his  eyes  for 
proper  examination.  Topical  steroids,  or 
steroid-antibiotic  combinations  are  then  ap- 
plied and  the  eyes  are  patched  for  24  hours. 
A medication  for  pain  should  be  prescribed. 
With  this  treatment  the  eyes  are  usually  well 
in  24  to  48  hours. 

Acute  Glaucoma: 

Acute  glaucoma  is  one  of  the  most  painful 
conditions  known  to  man.  A history  of  severe 
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pain,  intense  redness  of  the  eyeball,  and  ra- 
ther fast  loss  of  vision  should  make  any  phy- 
sician suspect  acute  glaucoma.  On  palpation 
these  eyes  feel  hard  to  rock-hard.  The  cornea 
becomes  edematous  and  the  pupil  appears 
dilated  and  non-reactive  to  light  (Fig.  3). 


Fig.  3 — Acute  Glaucoma,  showing  moderately 
dilated  pupil  and  shallow  anterior  chamber. 

Acute  glaucoma  is  probably  one  of  the  most 
serious  of  eye  emergencies  and  the  general 
practitioner  should  be  alert  to  an  eye  present- 
ing the  above  signs  and  symptoms  in  the  pres- 
ence of  marked  visual  loss.  Iridocyclitis  is  fre- 
quently confused  with  acute  glaucoma.  How- 
ever, in  the  former  condition  there  is  very 


little  visual  loss  if  any  and  the  pain  is  not  as 
excruciating  as  it  is  in  acute  glaucoma.  Atro- 
pine solution  to  dilate  the  pupil  is  used  in 
iridocyclitis  and  pilocarpine  which  constricts 
the  pupil  is  used  in  acute  glaucoma.  These 
drugs,  therefore,  are  directly  opposite  in 
pharmacological  action,  so  that  using  the 
wrong  one  in  acute  glaucoma  could  be  di- 
sastrous. When  in  doubt  the  general  practi- 
tioner should  abstain  from  prescribing  for 
these  cases.  In  all  sincerity,  my  advise  to  all 
general  practitioners  would  be  to  refer  these 
cases  to  the  ophthalmologist  as  soon  as  pos- 
sible. 

At  this  point,  it  would  be  very  instructive 
to  refer  to  a rather  classical  table  on  the 
differential  diagnosis  of  three  ocular  condi- 
tions which  could  be  confused.  It  involves 
the  differential  diagnosis  betw'een  acute  con- 
junctivitis, acute  glaucoma  and  iridocyclitis 
(Table  I) . 

Blunt  Injuries  to  the  Eyes: 

A blunt  injury  to  the  eye  is  quite  often 
followed  by  swelling  and  ecchymosis.  This 
sort  of  manifestation  to  injury  constitutes  the 
so-called  “black  eye.”  The  sw'elling  and 


Table  I:  DIFFERENTIAL  DIAGNOSIS 


Acute  Iritis 

Acute  Glaucoma 

Ac.  Conjunctivitis 

Injection 

ciliary  (deep) 

ciliary  (deep) 

conjunctival 

Pain 

moderate 

severe 

sandy  sensation 

Vision 

impaired 

severely  impaired 

normal 

Pupil 

small 

dilated 

normal 

Discharge 

none 

none 

watery  to  purulent 

Anterior  Chamber 

normal 

shallow 

normal 

Media 

corneal  deposits 
hazy  aqueous 

steamy  cornea 

clear 

Iris 

muddy  markings 

congested 

normal 

Intraocular  Tension 

usually  normal 

elevated 

normal 
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ecchymosis  orcurrs  in  the  lids  proper  (Fig. 
4) . Such  a case  can  be  treated  by  the  general 
jjractitioner  and  need  not  be  referred.  The 
treatment  consists  of  the  application  of  cold 
compresses  for  the  first  48  hours  followed  by 
the  application  of  hot  compresses  three  times 
a day  for  several  days  to  hasten  the  absorption 
of  the  blood. 

m 


Fig.  4 — So-called  “black-eye.”. 

While  the  external  globe  may  appear 
nonnal,  the  possibility  of  intraocular  damage 
should  be  ruled  out.  Fracture  of  the  orbital 
floor  is  also  a distinct  possibility  in  the  case 
of  a severe  blow.  If  the  patient  complains  of 
diplopia,  fracture  of  the  orbital  floor  should 
immediately  be  suspected.  In  such  a case  an 
X-ray  of  the  orbit  and  sinuses  should  be 
ordered. 

Anterior  chamber  hemorrhage  or  hyp- 
hema often  follows  a blunt  injury  to  the 
eye.  Sometimes  it  may  be  desirable  to  put 
such  a case  in  the  hospital  or  to  bed  at  home 
because  there  is  always  the  potential  danger 
of  secondary  hemorrhage  from  having  the 
patient  travel  a considerable  distance.  If  pos- 
sible it  may  be  desirable  to  have  the  ophthal- 
mologist come  to  see  the  patient  rather  than 
the  reverse.  In  the  meantime  both  eyes  should 
be  patched;  the  patient  should  be  instructed 
not  to  move  his  head  or  sandbags  should  be 
put  on  each  side  of  the  head;  steroids  should 
be  administered  to  counteract  the  uveitis  of- 


ten accompanying  such  a condition  and  a 
carbonic  anhydrase  inhibitor  such  as  Diamox 
should  be  administered  to  counteract  secon- 
dary glaucoma  which  is  a frequent  accom- 
paniment of  this  condition. 

If  hyphema  does  not  absorb  after  a few 
days,  the  blood  may  have  to  be  washed  out 
with  saline  or  fibrinolysin.  This  procedure, 
however,  should  only  be  done  by  an  ophthal- 
mologist, so  that  at  this  stage  referral  is 
indicated. 

Perforating  Injuries; 

If  the  history  suggests  the  possibility  of 
serious  injury,  it  is  important  that  the  ex- 
aminer avoid  increasing  the  extent  of  the 
damage.  Under  these  circumstances  the  pro- 
per way  to  examine  such  a case  is  to  separate 
the  lids  forcibly  against  the  neighboring  bony 
orbital  margin. 

If  a foreign  body  has  penetrated  the  cor- 
nea and  the  same  is  protruding,  such  a case 
should  immediately  be  referred  to  an  oph- 
thalmologist because  attempts  at  its  removal 
may  result  in  breaking  them  off,  making 
their  later  removal  much  more  difficult. 

Cases  giving  a history  of  a foreign -body 
hitting  the  eye  should  be  x-rayed  for  intra- 
ocular foreign  body  and  in  the  presence  of 
positive  findings  immediately  referred  to  an 
oculist.  When  a foreign  body  penetrates 
through  the  cornea  and  iris  the  latter  struc- 
ture is  pushed  away  from  the  cornea  (Fig.  5) . 
Some  of  these  cases  will  reveal  a distorted 
pupil  with  some  of  the  iris  caught  in  the 
corneal  wound.  Such  a finding  indicates  that 
the  foreign  body  or  whatev'er  hit  the  eye  did 
not  penetrate  the  eye.  Figure  6 shows  a case 
of  the  latter  type.  The  role  of  the  general 
practitioner  in  such  cases  should  be  circums- 
cribed to  administering  antibiotics  and  ste- 


¡iol.  Asoc.  Méd.  P.  Rico 
Mayo,  1 065 


Ocular  Emergencies  269 


Fig.  5 — Eye  in  which  a foreign  body  penetra- 
ted into  the  cavity. 


Fig.  6 — Eye  in  which  a foreign  body  hit  but 
did  not  penetrate. 

roids  immediately.  Tetanus  antitoxin  should 
also  be  administered  if  the  patient  has  not 
been  immunized  against  tetanus.  If  he  has 
been  immunized,  then  a booster  of  tetanus 
toxoid  should  be  administered.  Both  eyes 
should  be  patched. 

Lid  Lacerations: 

Not  all  lid  lacerations  need  to  be  referred 
to  an  o])hthalmologist.  Where  the  laceration 
is  superficial,  the  same  principles  of  general 
.surgery  as  apply  elsewhere,  apply  here.  The 


lips  of  the  wound  are  sutured  with  inter- 
rupted stitches  of  silk.  Where  the  laceration 
is  through  and  through,  the  wound  should 
be  sutured  in  layers  being  careful  to  appro- 
ximate corresponding  anatomical  segments  as 
closely  as  possible.  Of  fundamental  impor- 
tance also  is  the  approximation  of  the  lid 
borders  to  prevent  buckling  of  the  lid  and  this 
is  very  nicely  accomplished  by  an  intermar- 
ginal suture  applied  in  the  position  of  the 
grey  line  of  the  lid  border.  Those  cases,  in 
which  the  laceration  occurs  between  the 
punctum  and  the  nose,  should  be  referred 
because  they  are  likely  to  have  sectioning  of 
the  canaliculus  and  this  is  a more  involved 
sort  of  a surgery. 

Acute  Dacryocystitis: 

Acute  dacryocystitis  is  another  ocular 
emergency  which  a general  practitioner  may 
be  called  upon  to  treat.  This  condition  is  an 
infection  of  the  lacrimal  sac  manifested  by 
a red,  tender  swelling  between  the  inner  can- 
thus  and  the  nose  which  may  be  accompanied 
by  fever.  These  cases  are  treated  with  anti- 
biotics. In  those  cases  in  which  there  is  ob- 
vious abscess  formation  an  incision  should  be 
made  right  into  the  abscess  and  the  same 
drained. 

Internal  and  External  Stye: 

In  both  internal  and  external  stye  there 
may  be  marked  swelling  of  the  lids  which 
may  frighten  the  patient.  Internal  stye  is 
diagnosed  by  palpating  the  lid  with  one  fin- 
ger. As  the  finger  is  passed  over  the  s\vollen 
lid,  one  will  feel  a tender  mass. 

External  stye  or  hordeolum  is  an  infection 
of  the  gland  where  a lash  emerges  from. 
There  may  be  a yellow  head  at  the  base  of 
the  cilia.  Sometimes  removing  the  lash  will 
cure  the  condition. 
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Ooth  internal  and  external  stye  should 
be  treated  by  the  ajjplication  of  hot  com- 
presses and  an  antibiotic-steroid  ophthalmic 
combination  in  the  form  of  a solution  for 
day  time  use  and  in  the  form  of  an  ointment 
for  use  before  retiring  at  night.  I'he  solution 
should  be  applied  as  often  as  every  hour. 
With  this  treatment  both  of  these  conditions 
may  be  aborted.  However,  if  they  are  not 
aborted,  it  may  be  necessary  to  incise  them. 
An  external  stye  can  be  easily  incised  and 
its  contents  expressed  with  a sharply  pointed 
knife.  There  is  no  reason  why  a general  prac- 
titioner should  not  handle  such  a case.  How- 
ever, an  internal  stye  or  chalazion  requires 
the  use  of  a special  lid  forceps  and  curette 
for  proper  treatment,  so  that  such  a case 
should  only  be  handled  by  the  oculist.  A 
mere  incision  of  the  chalazion  would  not  be 
curative  as  these  lesions  are  encapsulated  and 
unless  they  are  curetted,  a cure  will  not  be 
forthcoming. 

In  closing  let  me  once  more  remind  my 
colleagues  in  the  general  practice  of  medicine 
that  in  ophthalmology  many  things  are  missed 
not  by  not  knowing  but  rather  by  not  looking. 

Summary 

A review  of  the  most  frequently  encoun- 
tered ophthalmological  emergencies,  most  of 
which  may  and  can  be  treated  by  the  general 
practitioner  is  presented.  By  so  doing  the 
general  practitioner  can  prevent  serious  dam- 
age to  vision.  The  up-to-date  methods  of 
treatment  of  such  emergencies  is  outlined. 

Resumen 

El  autor  ha  presentado  un  repaso  de  las 
emergencias  oculares  que  con  más  frecuencia 
ocurren,  muchas  de  las  cuales  pueden  y deben 


ser  tratadas  por  el  médico  general  que  pri- 
mero ve  el  caso.  Al  actuar  asi  el  médico  ge- 
neral podría  en  muchos  casos  evitar  daño 
serio  a la  visión.  Los  métodos  de  tratamiento 
más  aceptados  en  el  momento  presente  han 
sido  discutidos. 
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CLINICAL  ASPECTS  OF 
SCHISTOSOMIASIS  MANSONI 


R.  Rodriguez- Molina,  M.  D.,  D.  Sc.  (Med.) 


In  discussing  the  clinical  aspects  or  clinical 
patterns  in  schistosomiasis  mansoni,  the  fol- 
lowing considerations  must  be  borne  in  mind : 

When  the  physician  examines  a patient 
suffering  from  this  condition,  (diagnosis  hav- 
ing been  established  by  finding  of  ova  in  the 
stools,  by  serologic  tests  or  by  finding  of  ova 
in  a small  piece  of  tissue  removed  from  the 
rectal  valves)  he  wants  to  know  the  following: 
What  organs  and  to  what  extent  are  they 
involved  by  the  disease?  The  tools  that  make 
this  information  available  to  the  physician 
include  the  history  offered  by  the  patient, 
such  as  the  number  of  exposures  and  dur- 
ation of  symptoms;  analysis  and  evaluation 
of  symptomatology;  and  a complete  physical 
examination  including  recto-sigmoidoscopic 
exploration.  Is  there  a large  liver,  a large 
spleen?  Is  he  suffering  from  dysentery?  Has 
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he  ever  vomited  blood  or  passed  blood  in 
the  stools?  Are  the  lungs  and  the  heart  in  a 
normal  condition?  Are  anemia,  leukocytosis 
and  eosinophilia  present?  Are  the  cephalin 
flocculation  and  excretion  of  bromsulphalein 
tests  abnormal?  Are  there  clinical  evidences 
of  pulmonary  and  portal  hypertension? 

The  patient  may  appear  to  be  asympto- 
matic in  spite  of  the  fact  that  schistosome 
ova  are  present  in  the  stools  and  the  circum- 
oval  precipitin  reaction  is  4-f-.  After  study- 
ing the  case,  the  physician  cannot  visualize 
the  amount  of  disease  in  terms  of  number  of 
living  worms,  and  the  number  of  ova  in  the 
host,  because  unlike  bacteria,  fungi,  or 
viruses,  schistosomes  do  not  multiply  in  the 
human  host.  So  many  cercariae  penetrate 
the  skin  at  a given  exposure;  so  many  attain 
maturity  to  (X)  numbers  of  adult  male  and 
female  worms,  which  after  copulation  pro- 
duce large  numbers  of  ova  daily,  of  which  an 
unknown  number  is  carried  by  the  circulat- 
ing blood  to  the  liver,  lungs,  and  other  or- 
gans of  the  body;  and  finally,  (X)  numbers 
of  eggs  are  passed  daily  in  the  stools.  The 
physician’s  armamentarium  offers  no  method 
by  which  he  may  quantitate  the  number  of 
worms  harbored  by  his  jtatient,  nor  can  he 
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estimate  the  number  of  cercariae  that  pene- 
trated the  skin  during  any  single  exposure. 

In  disease  caused  by  schistosomes,  tissue 
changes  depend  on  the  number  of  worms 
present  in  the  host,  and  these  vary  accord- 
ing to  the  number  of  larv’ae  (cercariae)  that 
penetrated  the  skin,  lliis  characteristic  of 
infections  gives  rise  to  variability  and  dif- 
ferences in  the  clinical  response  to  the  disease 
in  different  patients.  To  illustrate:  two  in- 
dividuals of  the  same  sex  and  age  are  ex- 
posed at  the  same  time  to  polluted  water. 
One  develops  a severe,  acute  type  of  infec- 
tion associated  with  involvement  of  the  liver 
and  spleen,  while  the  other  does  not  show 
any  clinical  evidence  of  the  disease  though 
they  both  have  schistosomiasis,  as  demon- 
strated by  ova  in  the  stools.  Presumably,  they 
were  exposed  to  the  same  number  of  cercariae 
in  the  water.  It  is  logical  to  assume  that  one 
patient  became  heavily  infected  while  the 
other  acquired  but  a light  infection  with  the 
parasite. 

Patients  suffering  from  schistosomiasis  fre- 
quently harbor  intestinal  helminths  such  as 
hookworm,  Ascaris,  Strongyloides,  and  Tri- 
cliuria.  The  presence  of  these  worms  may 
add  further  confusion  to  evaluation  of  symp- 
tomatology in  tenns  of  S.  mansoni  infection. 

Longevity  of  infection  in  man.  The  writer 
has  observed  living  ova  in  the  stools  of  an 
adult  who  has  resided  in  New  York  City  over 
25  years,  where  re-infection  is  unlikely. 

Pathogenesis  of  the  disease  in  man.  Ac- 
cording to  E.  Koppisch(l)  schistosomiasis 
mansoni  may  be  classified  into  three  stages: 

(a)  An  early  stage  of  migration  during 
which  the  cercariae  are  being  carried  by  the 
blood  to  the  liver,  maturing  into  adult  para- 
sites within  intrahepatic  portal  veins. 


(b)  An  intermediate  stage  during  which 
ova  are  accumulating  in  various  organs;  and, 

(c)  A late  stage  characterized  by  serious, 
irreversible  and  permanent  damage  to  organs 
mainly  through  fibrosis. 

The  organs  most  frequently  affected  as 
a result  of  infection  with  the  parasite  are  the 
colon,  liver,  spleen,  rectum,  and  lungs. 

The  greatest  damage  to  the  tissues  is  caus- 
ed by  the  ova.  Histologically  the  predomi- 
nant lesion  is  the  pseudotubercle,  a lesion 
incited  by  the  ova  retained  in  the  tissues. 

Clinical  Manifestations 

Incubation  period. 

Mild  itching  and  urticaria  lasting  from 
a few  minutes  to  several  hours,  when  present 
are  immediate  manifestations  following  ex- 
posure. Mild  pyrexia  may  accompany  urti- 
caria. Anorexia,  headaches,  generalized  aches 
and  pains,  mild  diarrhea  accompanied  by 
abdominal  discomfort  may  follow  and  last 
one  to  two  weeks.  These  symptoms  may  occur 
after  invasion  of  the  parasites  and  during  the 
period  of  intravascular  migration  of  the  cer- 
cariae, as  well  as  prior  to  the  maturation  of 
the  worms  in  the  portal  circulation.  The 
physician  must  be  aware  that  evaluation  of 
symptomatology  is  difficult,  since  several 
other  disease  conditions  may  give  rise  to  si- 
milar manifestations,  particularly  in  tropical 
areas. 

Acute  stage.  Estimated  incidence  in  Puerto 
Rico:  1 to  5 per  cent. 

This  stage  is  rarely  observed  by  the  phy- 
sician or  is  diagnosed  as  something  else.  In 
the  majority  of  cases  the  type  of  reaction  is 
mild  and  the  clinical  picture  may  amount 
merely  to  disturbances  in  general  health.  Loss 
of  weight,  lack  of  appetite,  headache,  abdo- 
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minal  and  limb  pains,  mild  pyrexial  attacks, 
associated  with  possible  transient  urticarial 
eruption,  may  then  be  the  only  clinical  indi- 
cations of  schistosome  infection.  Occasionally, 
however,  sudden  and  severe  clinical  manifes- 
tations may  occur. 

Diaz-Rivera  et  al.  (2)  reported  12  cases 
occurring  in  young  males  who  were  studied 
over  a period  of  6 years,  following  initial  and 
consecutive  exposures  and  infection.  It  was 
assumed  that  the  individuals  became  infected 
in  heavily  contaminated  streams  in  bright 
daylight  and  midafternoon  in  Puerto  Rico. 
The  clinical  picture  was  characterized  by  a 
sudden  onset  and  by  the  explosiveness  and 
severity  of  the  constitutional  manifestations, 
which  comprises  shaking  chills,  spiking  tem- 
perature up  to  104°  and  105°F,  profuse  diap- 
horesis, non-productive  cough,  generalized 
body  aches,  pain  in  the  extremities,  weakness, 
lassitude,  nausea  and  vomiting,  and  watery 
and  bloody  diarrhea  accompanied  by  tenes- 
mus associated  with  generalized  crampy  ab- 
dominal pain.  Along  with  these  manifesta- 
tions there  occurred  moist  rales  over  the 
lungs,  hepatosplenomegaly,  high  eosinophilic 
leukocytosis,  anemia,  and  a high  serum  glo- 
bulin with  an  increase  of  the  gamma  globulin 
fraction,  as  shown  by  electrophoretic  analysis. 
A clinical  manifestation  rarely  mentioned  in 
the  literature  but  present  in  all  cases  was 
generalized  lymphadenopathy. 

After  a variable  period  of  pyrexia  that 
lasted  over  74  days  in  one  case,  the  sympto- 
matology gradually  subsided  and  improve- 
ment followed  defervescence,  which  abated 
by  lysis.  No  deaths  occurred.  Delayed  signs  of 
allergy  were  observed  in  some  cases,  includ- 
ing transitory  puffiness  of  eyelids  and  face, 
urticaria  and  purpura. 

This  severe  though  self-limited  reaction 


associated  with  predorhinating  constitutional 
manifestations  maybe  indistinguishable  from 
an  acute  infectious  disease,  such  as  typhoid 
fever.  When  observed  in  young  adults  recent- 
ly returned  from  endemic  areas,  it  may  re- 
semble collagen  disease  or  lymphoma,  and  is 
conditioned  by  the  intensity  of  infection, 
degree  of  immunity  and  by  individual  sus- 
ceptibility. The  severity  of  the  symptomato- 
logy is  dependent  in  part  upon  a state  of 
tissue  and  organ  hypersensitivity,  the  adult 
worms  and  the  ova  being  the  source  of  aller- 
gens. 

The  cases  of  acute  schistosomiasis  report- 
ed above  received  anthelmintic  therapy  (Sti- 
bophen) . Transitory  improvement  particu- 
larly in  appetite  and  disappearance  of  weak- 
ness was  observed  and  gains  in  weight  were 
registered  within  2 to  7 weeks  following  treat- 
ment. However,  three  to  five  years  following 
the  acute  stage  and  after  repeated  therapy 
most  of  the  patients  still  have  ova  in  the  stools, 
associated  with  enlargement  of  the  liver  and 
spleen.  A few  patients  who  were  clinically 
well  at  this  time  still  showed  evidence  of 
schistosomiasis  such  as  liver  fibrosis  (needle 
biopsy) , ova  in  the  stools  and  positive  biopsy 
specimens  removed  from  the  rectal  mucosa. 
Asymptomatic  stage  - chronic.  Estimated  in- 
cidence in  Puerto  Rico:  50  to  60  per  cent. 

In  our  experience,  in  many  patients  who 
are  hospitalized  for  disease  other  than  schis- 
tosomiasis, a diagnosis  of  that  infection  is 
established  as  a result  of  routine  fecal  ex- 
amination, particularly  when  stool  concen- 
tration techniques  are  employed.  These  in- 
fections with  S.  mansoni  are  considered  in- 
cidental findings  not  related  to  the  primary 
disease  responsible  for  the  patient’s  admission 
to  the  hospital.  The  finding  of  S.  mansoni 
ova  in  individuals  w'ho  do  not  complain  of 
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or  show  clinical  manifestations  of  the  disease 
is  more  commonly  observed  in  well-nourished 
and  well-developed  persons  belonging  to  the 
higher  socio-economic  strata  of  society,  such 
as  many  United  States  war  veterans  and 
other  individuals  who  can  afford  the  services 
of  private  practitioners.  In  charity  hospitals, 
however,  the  indigent  patient,  more  often 
than  not,  presents  clinical  and  laboratory 
evidence  of  severe  schistosomiasis.  In  addition 
he  is  frequently  undernourished,  anemic,  and 
harbors  several  helminths  or  protozoan  par- 
asites. Other  aggravating  factors  as  pulmo- 
nary tuberculosis  or  other  intercurrent  infec- 
tious disease  may  be  present. 

Fortunately,  individuals  classified  in  the 
group  of  asymptomatic  schistosomiasis  com- 
prise the  largest  number  of  cases  encountered 
in  Puerto  Rico. 

If  not  treated  with  anti-schistosomal 
drugs,  asymptomatic  infections  may  persist 
for  several  years  without  obvious  or  demon- 
strable evidence  of  progression  of  the  disease. 
Some  patients,  when  becoming  aware  that 
they  harbor  the  parasite,  begin  to  complain  of 
mild  to  severe  gastrointestinal  symptoms  such 
as  pain  and  recurrent  diarrhea.  Whether  these 
manifestations  are  of  psychic  or  organic  ori- 
gin is  at  times  impossible  to  decide.  Should 
the  patient  become  debilitated  from  the 
stress  of  another  intercurrent  disease  or  from 
surgery,  re-activation  of  symptomatology  con- 
sistent with  S.  mansoni  infection  may  occur. 
Symptomatic  stage  - chronic.  Estimated  in- 
cidence in  Puerto  Rico:  25  to  35  per  cent. 

Usually,  patients  presenting  symptoms, 
physical  signs,  and  laboratory  evidence  of  the 
disease  are  cases  of  chronic  infections  where 
symptoms  have  been  present  for  a few  months 
to  several  years  at  the  time  the  patients  are 
seen  by  the  physician.  The  majority  of 


these  cases  do  not  recall  having  had  an  illness 
that  can  be  identified  as  the  acute  stage  of 
the  disease.  Many  individuals  present  a his- 
tory of  repeated  exposures  prior  to  the  ap- 
pearance of  symptoms.  This  is  common  in 
endemic  areas.  Some,  a smaller  group,  give 
a history  of  a single  accidental  exposure  fol- 
lowed at  an  indefinite  time  after  exposure, 
not  by  the  acute  stage,  but  by  episodes  of 
abdominal  pain  associated  with  mild  diarrhea 
or  dysentery  (blood  in  the  stools  associated 
with  mucous  and  tenesmus) . 

Symptomatic  cases  of  the  disease  may  be 
divided  into  two  groups: 

(a)  one  in  which  the  clinical  manifesta- 
tions are  mainly  gastrointestinal  and  meta- 
bolic, (15  to  20  per  cent)  ; and 

(b)  the  other,  where  there  are  eviden- 
ces of  involvement  mainly  to  liver  and  lungs 
(10  to  15  per  cent) . 

Gastrointestinal  manifestations  include 
frequent  generalized  abdominal  pain,  as- 
sociated with  diarrhea,  intermittent  with 
constipation.  Stools  may  be  liquid,  soft,  or 
solid  and  are  mixed  with  streaks  of  red  blood 
or  with  mucous.  Tenesmus  may  be  present 
and  severe.  Loss  of  weight  and  anorexia  oc- 
cur. The  colonic  and  rectal  mucosa  is  con- 
gested and  may  show  punctate  hemorrhages 
that  can  be  seen  on  proctoscopic  examination. 
Small  circumscribed  yellowish  spots  that  are 
made  up  of  conglomerate  of  eggs  may  be 
seen  also  on  the  surface  of  the  mucosa  by 
proctoscopic  examination.  There  is  thicken- 
ing of  the  intestinal  wall  due  to  edema  and 
fibrosis  of  the  sub-mucosa.  Occasionally  pe- 
dunculated or  sessile  polypi  are  found  in  the 
rectum.  Numerous  ova  may  be  present  in 
sections  of  these  polypi. 

A piece  of  the  rectal  valves  of  Houston 
(size  of  a grain  of  rice)  may  be  obtained 
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through  the  proctoscope  by  means  of  a 
Jackson’s  laryngoscopic  forceps.  When  the 
unstained  tissue  is  compressed  between  two 
glass  slides,  the  ova  can  be  readily  recognized 
under  the  low  power  lens  of  the  microscope. 
A very  small  piece  of  tissue  may  contain 
up  to  several  hundred  ova.  In  many  cases 
when  repeated  stool  examinations  have  been 
negative,  rectal  biopsy  has  shown  living  or 
dead  ova.  Occasionally,  however,  stools  con- 
tain ova  when  the  biopsy  is  negative.  The 
number  of  ova  in  the  rectal  tissue  may  be 
used  as  a rough  index  of  intensity  of  infec- 
tion. 

When  hepatosplenomegaly  appears,  the 
late  manifestations  of  the  disease  frequently 
give  rise  to  a new  ominous  clinical  picture. 
The  clinical  manifestations  are  emaciation, 
hepatosplenomegaly,  ascites,  evidence  of  cirr- 
hosis of  the  liver,  and  of  portal  hypertension. 
Some  cases  develop  hypersplenism  associated 
with  leukopenia,  thrombocytopenia,  and  ma- 
crocytic anemia.  However,  the  bone  marrow 
is  not  megaloblastic.  Bilirubinemia  and  jaun- 
dice are  seen  rarely  even  in  the  presence  of 
advanced  cirrhosis.  Uncontrollable  massive 
hematemesis  from  ruptured  gastro-esopha- 
geal  varices  is  a frequent  cause  of  death. 
Ascites  and  hepatic  insufficiency  may  occur. 
In  Egypt,  rectal  and  colonic  papillomata  may 
produce  prolapse  of  the  rectum  and  intestinal 
obstruction  late  in  the  course  of  the  disease. 

When  the  above  manifestations  appear, 
certain  alterations  have  taken  place  in  the 
liver.  Ova  transported  from  the  rectum  and 
colon  by  venous  blood  are  retained  in  the 
portal  spaces  producing  embolization.  Pseu- 
dotubercles form  around  the  eggs  accompani- 
ed by  eosinophils.  The  organ  becomes  enlarg- 
ed, but  later  it  may  contract  as  scarring 
ensues.  On  section  of  the  liver  the  characteris- 


tic picture  is  a periportal  fibrosis.  The  larger 
portal  veins  are  surrounded  by  collars  of 
fibrous  tissue  constituting  the  characteristic 
pipe-stem  cirrhosis  of  Symmers.  The  spleen 
frequently  becomes  enlarged  sometimes 
weighing  more  than  1,500  gms.  It  presents 
chronic  passive  congestion  but  schistosomal 
pseudotubercles  are  seldom  seen  in  Puerto 
Rico.  Ova  and  pseudotubercles  are  more 
commonly  encountered  in  Egypt  than  in 
America. 

Rodriguez  and  associates(3)  have  report- 
ed a comparative  study  of  portal  (Laennec’s) 
and  bilharzial  cirrhosis.  A summary  of  their 
work  is  given: 

“One  hundred  and  twelve  cases  of  cirr- 
hosis of  the  liver  have  been  analyzed.  The 
series  included  69  cases  of  portal  cirrhosis, 
22  cases  of  bilharzial  cirrhosis,  1 1 patients 
with  concurrent  Schistosoma  mansoni  and 
alcoholism,  7 cases  of  posthepatic  cirrhosis, 
two  of  biliary  cirrhosis  and  one  of  transfusion 
hemosiderosis. 

“Bilharzial  cirrhosis  occurred  in  younger 
patients  and  portal  hypertension  and  hyper- 
splenism were  more  frequent.  Anemia,  when 
present,  was  due  to  bleeding  esophageal 
varices  or  to  hypersplenism.  Liver  function 
tests  were  characterized  by  a high  incidence 
of  abnormality  in  Bromsulphalein  dye  reten- 
tion and  tests  dependent  on  alterations  in 
plasma  protein  constitutents. 

“The  cases  of  portal  cirrhosis  disclosed 
a higher  incidence  of  edema  and  ascites. 
Jaundice  and  signs  and  symptoms  attributed 
to  endocrine  disturbances  were  more  fre- 
quently observed.  Leukocytosis  was  encoun- 
tered more  often  in  portal  cirrhosis,  suggest- 
ing a more  extensive  hepatic  necrosis.  Anemia 
was  of  three  types;  of  blood  loss,  associated 
with  hypersplenism,  and  macrocytic  anemia. 
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“Bleeding  esophageal  varices  and  hepatic 
insufficiency  were  the  immediate  causes  of 
death  in  the  cases  of  portal  cirrhosis.  Bleeding 
varices  and  postoperative  complications  fol- 
lowing an  esophagogastrostomy  were  the 
main  causes  in  bilharzial  cirrhosis. 

“I’his  study  has  shown  that  patients  in- 
fected with  Schistosoma  mansoni  may  present 
a clinical  picture  which  differs  in  many  res- 
pects from  the  usual  one  in  liver  cirrhosis  of 
other  etiologies.  The  exact  role  that  the 
parasite  plays  in  the  production  of  this  clinical 
picture  remains  to  be  elucidated  by  future 
experimental  and  pathological  studies.” 

In  the  lungs  small  grayish  nodules  averag- 
ing 1 mm.  in  diameter  are  visible  or  palpable 
through  the  pulmonary  tissue.  These  are 
made  up  of  pseudotubercles  around  the  eggs 
that  have  been  carried  by  the  blood.  In  some 
cases  the  gross  appearance  of  the  lung  resem- 
bles miliary  tuberculosis.  Microscopically, 
there  are  pseudotubercles,  patches  of  eosino- 
philic infiltration  and  occasional  hemorr- 
hages. The  eggs  arriving  in  the  lungs  as 
emboli  obstruct  the  small  arteries,  and  the 
intima  becomes  thickened  by  fibrosis.  In 
time,  the  right  side  of  the  heart  undergoes 
hypertrophy  and  failure  ensues. 

Other  pathologic  findings  in  the  lungs 
are  those  of  an  obliterative  endarteritis,  the 
pathophysiologic  abnormalities  being  increas- 
ed pulmonary  vascular  resistance  with  sub- 
sequent pulmonary  hypertension.  The  most 
important  pathologic  factor  is  egg  emboliza- 
tion of  the  terminal  arterioles  and  inflam- 
mation surrounding  the  ova.  The  mechanisms 
by  which  ova  reach  the  lungs  is  not  clear.  As 
oviposition  is  known  to  occur  in  the  portal 
system,  the  way  by  which  the  ova  can  reach 
the  vena  cava  are,  either,  through  portocaval 
anastomotic  vessels  or  through  venous  shunts 


in  the  damaged  liver.  Egg  embolization  from 
the  hemorrhoidal  plexus  of  veins  seems  a 
more  logical  explanation  of  migration  of 
eggs  to  the  lungs. 

As  a rule  patients  who  develop  marked 
pulmonary  impairment  leading  to  chronic 
cor  pulmonale,  heart  failure  and  death,  also 
present  extensive  portal  (liver)  fibrosis  as- 
sociated with  congestive  splenomegaly.  Hy- 
pertrophy of  the  right  ventricle  and  pulmo- 
nary artery  dilation  are  part  of  the  postmor- 
tem findings  in  these  cases. 

Summary 

Various  clinical  aspects  or  patterns  of 
schistosomiasis  mansoni  encountered  by  the 
physician  in  endemic  areas  have  been  dis- 
cussed. In  a general  way,  anatomical  altera- 
tions are  in  agreement  with  clinical  manifes- 
tations, (symptomatology;  physical  examina- 
tion; stool  examination;  rectal  biopsy;  com- 
plete blood  count;  serologic  tests;  liver  func- 
tion tests;  liver  biopsy). 

About  50%  of  individuals  in  Puerto  Rico 
showing  ova  in  the  stools  are  asymptomatic, 
particularly  those  well  nourished  individuals 
belonging  to  higher  socio-economic  strata. 

The  disease  is  most  commonly  encounter- 
ed among  the  rural  indigent  and  the  poorly 
nourished.  The  factors  of  poverty  and  mal- 
nutrition may  influence  the  course  of  the 
disease;  and  anemia,  other  parasitosis,  sur- 
gery and  tuberculosis  may  complicate  or  ag- 
gravate the  clinical  picture. 

The  massively  infected,  previously  unex- 
posed individual  frequently  presents  severe 
clinical  manifestations  from  the  onset  of  the 
disease  (acute  stage),  the  severity  of  sympto- 
matology being  conditioned  by  organ  hyper- 
sensitivity. Symptoms  when  present  are  refer- 
red to  the  gastrointestinal  tract  (colon  and 
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rectum),  liver,  spleen,  and  lungs.  The  degree 
of  severity  of  the  allergic  state  is  indicated 
by  the  marked  eosinophilic  response  in  the 
peripheral  circulation  during  the  acute  stage. 
In  some  cases  the  persistence  of  marked 
eosinophilia  seems  to  point  to  a prolonged 
allergic  response,  the  adult  parasites  and 
ova  being  the  source  of  allergens.  Enlarge- 
ment of  the  liver  and  spleen  with  generalized 
lymphadenopathy  also  may  appear  during 
the  acute  phase  of  the  disease,  probably  .as- 
sociated with  an  allergic  and  hypersensitive 
state  in  which  the  cercariae,  the  adult  worms, 
and  the  ova  are  the  allergens.  If  no  further 
exposure  occurs,  the  size  of  the  liver  and 
spleen  may  revert  to  normal,  particularly  if 
anthelmintic  therapy  is  administered  early, 
and  if  the  general  nutrition  of  the  patient 
is  improved. 

In  Puerto  Rico,  schistosomiasis  is  more 
commonly  an  intestinal  disorder  (sympto- 
matic, chronic  stage),  and  although  liver 
and  lungs  are  frequently  involved,  severe 
hepatic  and  pulmonary  manifestations  are 
rare.  Gastrointestinal  symptoms  and  signs  are 
more  commonly  observed  in  chronic,  long 
standing  infections.  These  are  referred  to 
the  colon  and  rectum  and  comprise  bouts 
of  diarrhea  alternating  with  constipation. 
Diarrhea  may  be  accompanied  by  blood, 
mucous  or  tenesmus,  and  is  associated  with 
congestion  and  edema  of  the  colonic  and 
rectal  mucosa. 

The  late  stage  of  the  disease  is  associated 
with  fibrosis  (cirrhosis)  of  the  liver,  portal 
hypertension  and  marked  splenic  enlarge- 


ment, resulting  from  intrahepatic  vascular 
obstruction,  and  is  more  frequently  observed 
in  highly  endemic  areas.  Repeated  exposures 
to  the  parasite  appears  to  be  a common  factor 
in  this  stage. 

Pulmonary  insufficiency  leading  to  pul- 
monary hypertension  associated  with  chronic 
cor  pulmonale  and  heart  failure  generally 
develops  in  individuals  also  presenting  he- 
patosplenomegaly  and  portal  hypertension. 
The  pathogenesis  of  the  pulmonary  altera- 
tions is  dependent  on  an  extensive  arterioli- 
tis  as  a result  of  multiple  and  persistent  egg 
embolization  and  subsequent  proliferation  of 
connective  tissue  leading  to  a reduction  in 
the  pulmonary  vascular  bed. 

The  late  stages  of  the  disease  may  give 
rise  to  chronic  invalidism  which  may  lead 
to  death,  caused  either  by  massive  and  re- 
peated hemorrhages,  (hematemesis)  resulting 
from  ruptured  gastro-esophageal  varices,  or 
from  cardiac  failure  secondary  to  pulmonary 
hypertension  and  insufficiency. 
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REVIEW 


CALCITONIN: 
A PARATHYROID  HORMONE? 


Julián  Vazquez  Plard,  M.  D. 


The  concentration  of  calcium  in  the 
plasma  is  one  of  the  physiological  constants, 
and  its  control  appears  to  be  a closely  re- 
gulated homeostatic  mechanism  in  the  body. 
It  was  seen  several  years  ago  that  removal  of 
the  parathyroid  glands  was  followed  by  a 
prompt  fall  in  the  concentration  of  calcium. 
Later,  injected  extracts  of  the  glands  were 
found  to  produce  a rise  in  concentration  of 
calcium  which  lasted  for  several  hours.  It 
has  thus  been  known  for  several  years  that 
the  parathyroid  glands  play  an  important 
role  in  the  control  of  concentration  of  cal- 
cium. 

The  mode  of  action  of  the  parathyroid 
hormone  has  been  the  subject  of  controversy. 
In  1929,  Albright  and  Ellsworth  (1)  post- 
ulated that  a lowering  of  serum  phosphate 
level  led  to  unsaturation  of  the  blood  with 
calcium  phosphate  and  this  was  met  by  mo- 
bilization of  calcium  from  bone.  In  1932, 
another  theory  was  postulated  by  Thomson 
and  Pugsley  (2),  stating  that  the  hormone 
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acts  directly  on  bone,  promoting  its  resorp- 
tion with  a consequent  liberation  of  calcium 
into  blood.  Some  investigators  have,  favored 
the  view  that  the  primary  action  of  parathy- 
roid hormone  is  upon  the  resorption  of  bone, 
the  renal  effects  being  secondary.  Present 
evidence  is  in  favor  of  the  latter  theory. 

The  parathyroids  have  the  primary 
function  of  maintaining  the  level  of  calcium 
in  the  plasma  within  narrow  limits.  The  se- 
cretion of  the  hormone  is  controlled  by  the 
level  of  ionized  calcium  in  the  plasma.  Me 
Lean  (3)  postulated  a dual  mechanism  to 
explain  the  control  of  calcium  level.  One 
part  would  act  by  diffusion  equilibrium  be- 
tween plasma  and  the  labile  fraction  of 
bone  mineral.  In  the  absence  of  the  para- 
thyroid glands,  this  is  adequate  to  effect  ex- 
change between  blood  and  bone  and  maint- 
ains a calcium  level  at  approximately 
7 mgs.%.  The  second  part  of  the  mechan- 
ism depends  on  the  parathyroid  glands. 
This  he  describes  in  terms  of  a feedback 
mechanism,  which  is  a self-regulating  pro- 
cess. A dropping  level  of  calcium  provides 
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stimulus  to  the  glands,  resulting  in  increased 
output  of  parathyroid  hormone.  This  in- 
creases the  mobilization  of  calcium  from 
bones  with  a resulting  increase  in  plasma 
calcium  level.  A rise  in  plasma  calcium 
would  interrupt  secretion  of  the  hormone 
and  result  in  a compensatory  fall.  The  feed- 
back mechanism  releases  calcium  from  both 
the  stable  and  labile  of  bone.  While  the 
labile  fraction  is  easily  accesible  to  ionic 
exchange,  the  stable  fraction  requires  the 
action  of  parathyroid  hormone  for  its  libe- 
ration. The  honnone  raises  the  plasma  cal- 
cium level  to  10  mgs.%  from  the  approxim- 
ately 7 mgs.%  which  is  found  in  absence  of 
the  parathyroids. 

Though  McLean’s  hypothesis  is  sound, 
it  does  not  seem  quite  adequate  to  account 
for  the  narrow  limits  within  which  plasma 
calcium  levels  are  maintained.  Rasmussen 
(4)  pointed  out  that  if  the  bone  and  para- 
thyroids were  the  only  means  of  regulating 
the  concentration  of  calcium,  the  resulting 
feedback  system  would  lead  to  wide  oscil- 
lations in  the  level  of  calcium  in  the  plasma. 
He  felt  that  the  kidney  is  better  suited  to 
respond  rapidly  to  fluctuations  of  parathy- 
roid concentration.  He  postulated  a feed- 
back mechanism  involving'  the  parathyroids 
on  one  hand,  and  bone  and  kidney  on  the 
other.  The  renal  regulator  is  rapid  to  res- 
pond but  of  limited  capacity,  while  the  bone 
regulator  is  slow  to  respond  but  of  unlimited 
capacity.  Thus  bone  and  kidney  contribute 
to  maintain  the  concentration  of  calcium 
within  narrow  limits. 

Rasmussen’s  observations  pointed  out 
that  because  of  the  prolonged  action  of 
parathyroid  hormone  on  bone,  there  would 
be  an  “overshoot”  or  a rise  in  plasma  cal- 
cium to  above  normal  levels.  By  working 


on  dogs,  Sanderson  et  al  (5)  showed  that 
by  raising  or  lowering  the  plasma  calcium 
artificially,  it  would  return  to  the  initial 
level  if  the  parathyroids  were  intact.  If  the 
glands  were  removed,  the  plasma  calcium 
did  not  return  to  the  initial  level.  If  hyper- 
calcemia suppressed  the  output  of  parathyroid 
hormone,  the  plasma  calcium  would  be  ex- 
pected to  drop.  In  absence  of  the  gland,  there 
would  then  be  a fall  in  plasma  calcium; 
however,  this  was  not  the  case.  It  was  thus 
evident  that  an  adequate  explanation  for 
control  of  hypercalcemia  was  missing.  It 
was  this  fact  that  led  to  the  discovery  of 
calcitonin  a new  parathyroid  hormone. 

Direct  Humoral  Control  of  Parathyroid 
Function: 

The  level  of  blood  calcium  controls  the 
secretory  activity  of  the  parathyroid  gland. 
Copp  and  Davidson  (6)  divised  a method 
to  demonstrate  the  direct  humoral  control 
of  parathyroid  function.  Previously  the  evi- 
dence had  been  mainly  indirect. 

The  procedure  consisted  of  removing 
the  right  thyroid  and  parathyroid  glands 
of  dogs,  while  exposing  the  left  glands.  The 
carotid  artery  was  cannulated  and  blood 
from  the  cannula  was  conducted  in  plastic 
tubing  through  a variable  speed  perfusion 
pump  to  a second  cannula  directed  towards 
the  superior  thyroid  artery.  Blood  from  the 
pump  flowed  only  through  the  thyroid  and 
parathyroid  glands.  To  the  blood  perfusing 
both  glands  was  added  calcium  chloride  to 
raise  the  plasma  calcium,  or  EDTA  to  lower 
it.  (EDTA  binds  calcium  so  firmly  that  it 
lowers  the  effective  concentration  of  calci- 
um.) Using  three-way  stopcocks,  they  were 
able  to  direct  calcium  or  EDTA  into  the 
saphenous  vein,  the  reserv'oir  or  the  blood 
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perfusing  the  glands.  The  control  period 
consisted  of  perfusing  both  solutions  into 
the  saphenous  vein.  Later  the  hypercalcemic 
blood  (Ca  Ch)  was  perfused  through  the 
glands,  followed  by  the  blood  low  in  cal- 
cium (EDTA).  Samples  of  arterial  blood 
were  drawn  for  calcium  and  inorganic 
phosphate  determinations. 

The  results  obtained  showed  that  follow- 
ing the  hypercalcemic  perfusion  of  the 
glands,  there  was  a fall  in  systemic  blood 
calcium  wich  was  prompt  and  then  leveled 
off  after  two  hours.  Following  the  low 
calcium  perfusion,  there  was  a delay,  then 
a sharp  rise  in  blood  calcium.  After  stop- 
ping the  perfusion,  blood  calcium  became 
normal.  They  found  no  significant  change 
in  inorganic  phosphate  during  stimulation 
of  the  gland. 

They  were  able  to  show  a direct  effect 
on  the  function  of  the  gland  by  the  level 
of  calcium  perfusing  the  parathyroids.  The 
direct  humoral  control  was  thus  demonstrat- 
ed. They  show'ed  that  perfusion  of  the 
glands  with  low  calcium  blood  caused  a 
rise  in  plasma  calciurji  similar  to  the  rise 
following  intravenous  infusion  of  parathy- 
roid extract,  thus  postulating  that  the  ef- 
fect was  due  to  liberation  of  parathyroid 
hormone.  This  was  independent  of  blood 
phosphate  levels. 

This  initial  work  by  Copp  also  provided 
the  basis  for  further  investigation,  since  they 
were  then  able  to  use  preparations  of  parathy- 
roid glands  in  vivo  with  direct  perfusion  of 
the  glands  only.  Of  basic  importance  was  the 
determination  of  plasma  calcium  by  color- 
imetric titration  with  EDTA  (7)  an  ex- 
tremely sensitive  method,  sufficiently  specific 
and  precise  to  meausure  small  changes  in 
plasma  calcium. 


Evidence  for  Calcitonin: 

Further  work  performed  by  Copp  et  al 
(8)  led  to  postulating  the  presence  of  calci- 
tonin, a parathyroid  hormone  with  hypocal- 
cemic  property.  They  used  the  set-up  al- 
ready described,  perfusing  the  thyroid-para- 
thyroid  glands  with  high  calcium  or  low 
calcium  blood,  except  that  the  glands  were 
removed  from  the  dogs  and  placed  in  a 
moist  chamber,  while  maintaining  the  glands 
in  the  circulation. 

'Fhe  effect  of  local  parathyroid  hyper- 
calcemia was  compared  to  the  effect  of 
total  surgical  parathyroidectomy.  Following 
the  hypercalcemic  perfusion  there  was  a 
significant  fall  in  plasma  calcium  from  15 
minutes  on,  while  after  removal  of  the 
glands  a significant  effect  took  1-2  hours  to 
appear.  .Also  the  effect  of  hypercalcemia  was 
significantly  greater.  The  effect  could  not 
be  explained  on  the  basis  of  suppression  of 
parathormone  secretion,  in  view  of  the  dif- 
ference in  the  responses.  It  would  seem  that 
hypercalcemia  had  a positive  effect  causing 
release  of  a hypocalcemic  agent. 

They  also  exposed  the  glands  to  succes- 
sive periods  of  hypercalcemia  and  hypocal- 
cemia; this  was  followed  by  removal  of  the 
glands.  Hypercalcemic  perfusion  always  pro- 
duced, a prompt  and  significant  fall  in 
plasma  calcium  and  hypocalcemic  perfusion 
a rise  in  plasma  calcium.  After  removal  of  the 
parathyroid  glands  there  was  no  fall  in  plasma 
calcium,  instead  there  was  a sustained  rise. 
At  first  it  was  thought  that  the  fall  in 
calcium  was  due  to  suppression  of  output 
of  calcium-mobilizing  hormone.  When  they 
removed  the  glands,  they  expected  a fall 
in  plasma  calcium.  Instead  there  was  a 
sustained  rise  in  calcium,  similar  to  the 
effect  of  injection  of  parathyroid  extract. 
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This  was  further  evidence  that  the  effect 
of  hypercalceinic  perfusion  was  quite  differ- 
ent from  complete  suppression  of  parathonn- 
one. 

All  the  above  experiments  were  carried 
out  in  the  thyroid-parathyroid  gland  pre- 
paration. This  was  so  because  the  parathy- 
roid glands  of  the  dog  cannot  be  isolated 
adequately  from  the  thyroid  gland.  In  order 
to  see  if  the  hypocalcemic  factor  was  pro- 
duced by  the  thyroid,  the  parathyroid  glands 
were  removed.  The  thyroid  alone  was  then 
perfused  with  high  calcium  blood  and  it 
was  not  followed  by  any  significant  change 
in  plasma  calcium  level.  This  shows  that 
the  hypocalcemic  factor  is  released  from 
the  parathyroid,  not  the  thyroid. 

Copp  and  co-workers  (8),  (9),  (10)  then 
proceeded  to  collect  samples  of  the  blood 
issuing  from  the  glands  that  had  been  per- 
fused with  normocalcemic  and  hypercalcem- 
ic  solutions.  Aliquots  of  them  were  injected 
intravenously  into  dogs.  There  was  no  sign- 
ificant change  after  the  injection  of  the 
normocalcemic  perfusate,  but  there  was  a 
significant  fall  in  plasma  calcium  20  min- 
utes after  the  injection  of  the  high  calcium 
perfusate.  Normal  levels  were  restored  with- 
in an  hour.  By  repeating  the  dose  at  20 
minute  intervals,  the  plasma  calcium  con- 
tinued to  fall,  rising  again  20  minutes  after 
the  last  injection.  This  indicated  the  pre- 
sence of  a fast,  short  acting  hypocalcemic 
factor  present  in  the  high  calcium  perfusates. 
They  (9)  (10)  were  also  able  to  demons- 
trate hypocalcemic  activity  in  certain  beef 
parathyroid  gland  extracts.  The  maximum 
fall  occured  in  20  minutes  and  the  plasma 
calcium  level  returned  to  nonnal  after  one 
hour.  Copp  and  Cameron  (9)  (10)  were 
able  to  demonstrate  similar  hypocalcemic 


activity  in  extracts  prepared  by  R,L.  Noble, 
which  were  free  of  calcium  mobilizing  act- 
ivity. This  would  indicate  the  separation 
of  two  different  hormones.  They  also  used 
commercial  parathyroid  extract  ( Parathor- 
mone, Lilly)  (11)  giving  doses  of  300  to 
1,000  I.  U.  by  intravenous  route  to  dogs. 
The  plasma  calcium  fell  promptly,  the 
greatest  fall  being  observed  after  20  min- 
utes. I'his  was  followed  by  the  usual  rise 
in  plasma  calcium  characteristic  of  the 
action  of  parathyroid  hormone.  This  work 
suggested  that  commercial  parathyroid  ex- 
tract could  contain  both  parathyroid  hor- 
mone and  the  hypocalcemic  factor. 

Through  the  above  described  experi- 
ments, Coop  and  co-workers  show  the  pre- 
sence of  a hypocalcemic  factor  released  by 
the  parathyroids  by  the  specific  stimulus  of 
hypercalcemia.  This  factor  is  fast  and  short 
acting,  having  the  specific  function  of  pre- 
venting the  hypercalcemia  caused  by  ex- 
cess parathormone  production.  This  func- 
tion is  lost  when  the  glands  are  removed. 
To  this  hormone,  Copp  (12  (13)  gives  the 
name  of  calcitonin,  since  it  is  involved  in 
the  regulation  of  the  normal  “tone”  of 
calcium  in  body  fluids. 

The  Homeostatic  Role  of  Calcitonin: 

P'urther  experiments  were  carried  on  to 
demonstrate  the  inijjortance  of  calcitonin 
in  the  regulation  of  blood  calcium. 

Copp  et  al  (9)  (10)  infused  EDl'A  equi- 
valent to  10  mgs.  Ca-j — over  one  hour 
period.  The  plasma  calcium  rose  rapidly, 
but  leveled  off  at  or  just  above  normal.  It 
seems  that  in  the  presence  of  intact  para- 
thyroids, the  slight  hypercalcemia  causes  re- 
lease of  the  fast  acting  calcitonin,  to  count- 
eract the  hyjjercalcemia.  If  the  ED  l'A  infu- 
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sioii  lasted  se\eral  liours,  the  response  was 
even  inore  strikinsí.  The  plasma  calcium 
levels  off  or  returns  to  normal,  due  to  re- 
lease of  calcium  from  bone  as  a result  of 
stimulated  ¡iroduction  of  the  calcium  mob- 
ilizing parathyroid  hormone.  When  the  infu- 
sion was  stopped,  the  plasma  calcium  did  not 
rise  more  than  0.1  -0.5  mgs.%  above  the  ini- 
tial level  if  the  parathyroids  were  present; 
when  the  glands  were  removed,  plasma 
calcium  rose  1 - 2.5  mgs.%  above  normal- 

prcsumably  because  the  “damping”  effect 
of  calcitonin  was  absent.  Further  on,  Copp 
states  that  analysis  of  the  data  indicates 
that  a fall  of  0.3mgs.%  in  plasma  calcium 
may  be  adequate  stimulus  for  increased 
output  of  calcium  mobilizing  hormone, 
while  a rise  of  0.5  mgs.%  is  sufficient  to 
stimulate  calcitonin  output.  It  is  seen  that 
if  there  is  such  a sensitive  control,  the  re- 
gulation of  plasma  calcium  with  such  pre- 
cision is  to  be  expected.  This  acute  home- 
ostatic regulation  appears  to  depend  on  a 
ver)'  sensitive  response  of  the  parathyroids 
to  small  changes  in  plasma  calcium,  with- 
out involving  the  neivous  system,  other 
endocrine  organs  or  changes  in  blood  phos- 
phate (12). 

Evidence  for  Calcitonin  from  Perfusion 
of  Sheep  Glands: 

The  work  performed  by  Copp  et  al  that 
furnished  evidence  in  favor  of  calcitonin 
was  performed  in  dogs.  This  involved  per- 
fusing both  parathyroid  and  thyroid  glands 
together,  since  the  parathyroids  cannot  be 
successfully  isolated  from  the  thyroid  in  the 
dog.  This  brought  up  the  possibility  that 
the  thyroid  might  be  involved,  exerting  also 
a hypocalcemic  effect.  Copp  showed  that 
perfusion  of  dog  thyroid  gland  alone  had 


no  hypocalcemic  effect.  However,  Hirsch 
and  Munson  (14)  extracted  a hypocalcemic 
substance  from  thyroid  tissue.  They  report- 
ed that  following  subcutaneous  injection  of 
a thyroid  extract,  the  serum  calcium  of  in- 
tact rats  fell  from  10  mgs%  to  7 mg%. 
Upon  injection  of  the  extract  in  parathy- 
roidectomized  rats  a hypocalcemic  effect  was 
also  found.  They  called  this  hypocalcemic 
factor  ‘thyrocalcitonin”  and  brought  up  the 
possibility  that  it  might  be  involved  in  the 
regulation  of  maintaining  a normal  calcium 
level.  Hirsch  et  al  (15)  also  saw  that 
thyroid  cautery  enhanced  the  severity  of 
hypocalcemia  after  parathyroidectonly.  They 
suggest  that  cautery  of  the  thyroid  provokes 
release  of  a hypocalcemic  substance.  It  would 
be  possible  that  the  thyroid  insted  of  the 
parathyroids  is  responsible  for  the  hypocal- 
cemic effects  described  by  Copp. 

Copp  and  Henze  (16)  then  reported 
work  involving  perfusion  of  the  parathyroid 
gland  alone.  This  is  possible  in  the  sheeps 
which  has  the  superior  parathyroid  gland 
distant  from  the  thyroid  with  a separate 
blood  supply.  They  w'ere  able  to  perfuse  the 
parathyroid  gland  alone  with  high  and  low 
calcium  blood,  with  the  arrangement  used 
in  their  previous  experiments.  By  modifying 
it,  they  w'ere  also  able  to  perfuse  the  para- 
thyroid and  the  thyroid  separately,  in  the 
same  animal.  As  before,  they  perfused  with 
blood  to  which  EDTA  or  Ca  Ch  had  been 
added.  The  superior  parathyroid  gland  was 
perfused  successively  with  high  and  low  cal- 
cium blood.  Systemic  plasma  calcium  fell 
promptly  after  hypercalcemic  perfusion  and 
there  was  a rise  after  the  hypocalcemic  per- 
fusion. I’he  response  w'as  quite  similar  to 
that  obtained  in  the  dog.  Therefore,  perfu- 
sion of  parathyroid  tissue  alone  with  high 
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calcium  blood  was  the  stimulus  for  release 
of  the  hypocalcemic  factor  and  low  calci- 
um perfusion  resulted  in  a rise  in  plasma 
calcium,  due  to  parathormone  production. 

The  thyroid  gland  was  then  perfused 
with  high  calcium  blood,  followed  by  per- 
fusion of  the  superior  parathyroid  in  the 
same  animal.  The  results  were  compared 
with  the  effect  of  surgical  parathyroidecto- 
my. The  results  showed  that  high  calcium 
perfusion  of  the  parathyroid  produced  a 
prompt  and  significant  fall  in  plasma  cal- 
cium level.  This  fall  was  much  greater  than 
that  following  parathyroidectomy.  The  effect 
of  high  calcium  perfusion  should  not  be 
secondary  to  suppression  of  parathormone 
secretion.  The  experiment  demonstrate  that 
high  calcium  perfusion  of  the  thyroid  does 
not  cause  release  of  a hypocalcemic  factor. 
Perfusion  of  parathyroid  tissue  alone  with 
high  calcium  blood  resulted  in  a significant 
fall  of  systemic  calcium  level,  w'hile  similar 
perfusion  of  the  thyroid  gland  had  no  signif- 
icant effect.  They  were  thus  able  to  elimi- 
nate the  thyroid  as  the  source  of  the  hypo- 
calcemic factor.  In  this  manner,  Copp  and 
Henze  provide  further  and  more  definite 
proof  of  the  parathyroid  origin  of  calcitonin. 
They  conclude  that  the  parathyroids  are 
responsible  for  production  of  calcitonin,  re- 
leased by  mild  hypercalcemia  and  involved 
in  the  homeostatic  control  of  blood  calcium. 

Further  Evidence  in  Favor  of  Calcitonin: 

In  England,  Kumar,  Foster  and  Mac 
Intyre  (17)  have  presented  further  evidence 
in  favor  of  calcitonin.  They  used  different 
perfusion  techniques,  and  a different  method 
of  calcium  determination.  They  perfused  the 
thyroid-parathyroid  glands  with  hypercal- 
cemic  blood,  as  compared  to  perfusion  in 


parathyroidectomized  animals.  Successive 
perfusion  with  low  calcium  and  high  calci- 
um blood  was  compared  to  perfusion  in 
absence  of  the  parathyroids.  Again  there 
was  a response  to  hypercalcemia,  with  a 
drop  in  plasma  calcium,  which  was  not  the 
result  in  absence  of  the  parathyroids.  The 
fall  could  not  be  due  to  inhibition  of  para- 
thormone secretion.  They  conclude  that  the 
results  can  be  explained  only  on  the  basis 
of  a hypocalcemic  hormone  produced  by 
the  parathyroids. 

Their  results  are  quite  similar  to  those 
obtained  by  Copp  and  co-workers.  They  fol- 
low the  same  rationale  and  reach  similar 
conclusion,  stating  that  the  results  confirm 
the  existence  of  calcitonin.  It  is  of  great  im- 
portance that  the  work  of  Copp  et  al  has 
been  confirmed  by  other  investigators. 

On  the  opposite  side,  Tashjian  and 
Munson  (18)  report  on  their  failure  to 
detect  the  presence  of  calcitonin.  They  in- 
jected commercial  Parathyroid  Extract  (Lilly) 
in  rats  and  determined  the  calcium  level 
of  blood  drawn  from  the  cut  tail  and  by 
heart  puncture  in  rats  with  intact  and  re- 
moved parathyroids.  They  were  unable  to 
obtain  a significant  fall  in  calcium  level. 
They  also  injected  different  extracts  of  para- 
thyroid tissue  to  intact  rats  and  were  un- 
able to  find  a hypocalcemic  effect.  They 
are  investigating  different  possible  explana- 
tions for  their  failure  to  detect  calcitonin 
in  the  rat. 

Mechanism  of  Action: 

I’he  exact  mechanism  of  action  of  cal- 
citonin is  still  unknown.  Copp  (9)  stated 
that  its  main  action  could  be  to  inhibit  the 
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eflect  of  calcium  mobilizing  hormone,  and 
also  affect  the  mobile  calcium  pool  in  bone. 
Copp  (19)  stated  later  that  calcitonin  acts 
primarily  to  promote  bone  retention  of 
calcium.  He  describes  an  experiment  which 
favor  this  theory.  In  dogs  with  intact  para- 
thyroids, calcium  was  infused  intravenously 
and  after  an  initial  rise,  the  plasma  calcium 
leveled  off  at  1-3  mgs.%  above  the  origi- 
nal value.  Since  less  than  10%  of  the 
injected  calcium  could  be  accounted  for 
by  increased  calcium  excretion  in  urine, 
it  seemed  probable  that  most  of  the 
injected  calcium  was  accounted  for  by 
bone.  While  continuing  the  calcium  in- 
fusion, the  parathyroids  were  removed  and 
there  was  a prompt  rise  in  calcium.  This 
indicates  that  the  parathyroids  had  been 
controlling  the  hypercalcemia  by  secretion 
of  calcitonin.  This  he  considers  evidence  in 
favor  of  the  theory  that  calcitonin  primarily 
promotes  bone  retention  of  calcium. 

It  has  been  shown  that  the  hormone 
output  by  the  parathyroids  is  directly  de- 
jjendent  upon  the  calcium  level  in  blood, 
without  involving  the  central  nervous  system, 
other  endocrine  organs  or  changes  in  blood 
phosphate.  There  is  a very  sensitive  response 
of  the  parathyroids  to  small  changes  in 
plasma  calcium  (19),  a fall  of  less  than 
5%  stimulates  the  output  of  parathormone, 
and  a rise  of  5%  above  normal  releases  cal- 
citonin. Parathormone  has  a more  prolong- 
ed effect,  elevating  the  blood  calcium;  cal- 
citonin is  fast  and  short-acting,  preventing 
any  oscillation  or  overshoot  of  blood  cal- 
cium. 

It  remains  to  be  seen  if  calcitonin  is  of 
clinical  importance  in  man  (20).  Because 
of  the  constancy  of  the  serum  calcium  level, 
it  is  unlikely  that  only  parathormone  is 


activ’e  in  man.  Kumar  et  al  (17)  believe  it 
is  likely  that  calcitonin  plays  a major  role 
in  calcium  homeostasis  in  other  species,  in- 
cluding man,  and  it  seems  unlikely  that 
calcitonin  should  exist  only  in  the  dog. 

Conclusion: 

The  parathyroids  maintain  the  normal 
level  of  plasma  calcium,  exerting  their  action 
through  parathormone,  and  probably  calci- 
tonin too.  As  with  other  hormones,  it  does 
not  initiate  the  process  but  instead  controls 
the  rate  of  metabolic  reactions.  There  are 
four  main  sites  of  action:  bone,  kidney,  gas- 
trointestinal tract  and  mammary  glands. 
Parathyroid  hormone  has  a direct  effect  on 
bone,  affecting  mainly  the  stable  fraction 
of  the  bone  mineral  rather  than  the  labile 
fraction.  There  are  several  hypotheses  (18) 
(21)  concerning  the  exact  mechanism, 
taking  in  account  such  factors  as  local'  pH, 
organic  acid  production,  active  cellular 
metabolism.  The  hormone  has  a direct  ef- 
fect on  kidney  tubules,  and  it  is  felt  by 
many  investigators  that  it  inhibits  the  pro- 
cess of  tubular  reabsorption  of  phosphate. 
How’ever,  it  is  still  a subject  of  controversy 
if  it  decreases  tubular  readsorption  or  stim- 
ulates tubular  secretion  of  phosphate.  Con- 
cerning urinary  calcium,  most  investigators 
favor  an  effect  of  the  hormone  upon  the 
kidney  to  increase  its  reabsorption.  Another 
site  of  action  of  the  honnone  is  the  gastro- 
intestinal tract,  where  it  increases  the  rate 
of  absorption  of  calcium.  However,  this 
effect  is  probably  of  small  magnitude.  In 
the  mammary  gland,  the  hormone  decreases 
the  rate  of  calcium  secretion,  it  reduces  the 
rate  of  transport  of  calcium  from  blood  to 
milk. 
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There  is  no  evidence  that  parathyroid 
secretion  is  under  nervous  or  trophic  hor- 
mone control.  The  concentration  of  calcium 
ion  in  blood  circulating  through  the  parathy- 
roid gland  has  been  shown  to  be  the  major 
factor  controlling  the  rate  of  hormone  se- 
cretion. The  work  perfonned  by  Copp  and 
co-workers  provides  evidence  in  favor  of 
this  view.  Calcitonin,  as  postulated  by  Copp, 

I is  secreted  when  the  level  of  calcium  in  the 
circulation  rises  above  normal,  having  • the 
function  of  lowering  the  plasma  calcium. 

‘ There  would  then  be  two  different  para- 
thyroid honnones,  responding  to  different 
stimuli,  and  having  opposite  effects.  This 
provides  a good  explanation  for  the  con- 
stancy of  plasma  calcium  levels,  as  controlled 
by  the  parathyroids.  It  also  provides  evi- 
dence for  a revision  of  the  feedback  theory 
as  postulated  by  McLean  (3)  (22).  The 

parathyroids  are  considered  to  act  as  “cal- 
ciostats”,  releasing  the  appropiate  hormone 
I in  order  to  alter  the  movement  of  calcium 
between  blood  and  bone,  restoring  the  level 
to  normal  (19).  A drop  in  calcium  is  the 
stimulus  for  production  of  parathormone 
which  would  then  raise  the  calcium  level. 
Hypercalcemia  stimulates  calcitonin  output 
which  acts  to  lower  plasma  calcium.  The 
control  is  also  facilitated  by  the  secondary 
action  of  parathormone  on  the  gut  and  kid- 
ney. Further  work  concerning  calcitonin  is 
needed:  its  isolation,  identification,  site  and 
mode  of  action,  and  its  physiological  im- 
portance. Even  so,  it  seems  that  a revision 
of  parathyroid  physiology  will  be  required. 

Summary 

The  existence  of  calcitonin,  a second 
parathyroid  hormone,  has  been  postulated. 
This  hormone  would  be  liberated  in  the  pres- 


ence of  a high  serum  calcium,  having  the 
effect  of  lowering  the  plasma  calcium.  There 
would  then  be  two  different  parathyroid 
hormones,  responding  to  opposite  stimuli  and 
having  opposite  effects.  A decrease  in  blood 
calcium  stimulates  parathormone  production, 
thus  elevating  the  calcium  concentration. 
Hypercalcemia  stimulates  calcitonin  output, 
which  in  turn  lowers  blood  calcium.  The 
present  evidence  in  favor  of  calcitonin  has 
been  presented.  Its  isolation,  composition, 
mode  of  action  and  physiologic  importance 
are  still  to  be  determined. 

Resumen 

Se  ha  postulado  la  presencia  de  una  se- 
gunda hormona  paratiroídea,  la  calcitonina. 
Esta  hormona  se  libera  en  presencia  de  una 
concentración  elevada  del  calcio  sérico, 
siendo  su  función  la  de  disminuir  la  con- 
centración del  calcio  en  la  sangre.  Así  ha- 
bría dos  hormonas  paratiroídeas,  respondien- 
do a diferentes  estímulos  y teniendo  efectos 
opuestos.  Una  reducción  en  el  calcio  de  la 
sangre  es  el  estímulo  para  producción  de 
la  hormona  paratiroídea,  que  eleva  el  ni- 
vel de  calcio.  Hipercalcemia  estimula  la 
producción  de  calcitonina,  que  a su  vez  re- 
duce el  calcio.  Se  ha  presentado  la  eviden- 
cia actual  para  la  presencia  de  calcitonina. 
Falta  todavía  determinar  su  aislamiento, 
composición,  su  modo  y sitio  de  acción,  y 
su  importancia  fisiológica  en  el  hombre. 
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THINGS  AS  THEY  ARE 


I 

' This  discussion  is  not  to  praise  anesthe- 
siologists, nor  to  glorify  anesthesia,  nor  is  its 
purpose  to  criticize  surgeons  or  surgery.  Its 
purpose  is  to  present  a serious  problem  that 
: has  not  been  given  adequate  consideration 
except  by  anesthesiologists,  that  is,  what  is 
happening  to  anesthesia  in  the  “scientific 
frenzy”  of  present  day  medicine. 

It  is  mandatory  that  interest  be  kindled 
in  the  mind  of  “medicine,”  and  that  this  res- 
ponsible group  help  to  correct  a deficiency 
in  the  practice  of  medicine  of  primary  im- 
portance to  physicians,  and  of  even  more 
importance  to  the  patients  they  help.  T his 
is  not  the  first  time  that  the  general  problem 
has  been  mentioned  in  The  Journal.  ^ 

If  one  gives  serious  thought  to  the  philo- 
sophical concept  of  contributions  to  human 
welfare  one  inescapable  conclusion  is  reach- 
ed: The  introduction  and  development  of 
surgical  anesthesia  has  been,  next  to  the 
printing  press,  man’s  greatest  contribution 
to  the  welfare  of  man. 

Indeed,  this  contribution  has  been  so  great 
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that  the  structure  of  modern  medicine  de- 
pends upon  this  one  area  for  its  basic  sup- 
port. The  developments  in  public  health, 
psychiatry,  radiology,  immunology,  internal 
medicine,  and  obstetrics  and  gynecology,  not 
to  mention  surgery  itself,  would  hav^e  been, 
if  not  impossible,  grossly  inhumane  without 
surgical  anesthesia  readily  available.  The  re- 
marks often  made  belittling  the  role  of  sur- 
gical anesthesia  are  made  either  because  of 
fear  of  having  to  experience  it  or  from  lack 
of  knowledge  of  the  subject,  which  is  all  too 
common. 

Surgery  as  practiced  today  depends  en- 
tirely upon  competently  administered  anes- 
thesia. It  would  be  pointless  to  make  sophis- 
ticated surgical  diagnoses  with  the  assistance 
of  exotic  laboratory  and  x-ray  facilities,  un- 
less the  patient  could  be  successfully  anesthe- 
tized. If  anesthesia  is  poorly  or  unwisely  ad- 
ministered and  the  general  support,  now  such 
a routine  and  necessary  part  of  surgical  anes- 
thesia, is  neglected,  it  matters  not  how  skillful 
the  surgeon  or  exquisite  the  operation,  as  the 
patient  is  dead  or  he  suffers  complications  as 
a result  of  the  poor  anesthesia  that  defeats 
the  surgical  effort.  Good  anesthesia  by  no 
means  assumes  the  survival  of  all  patients, 
but  at  least  it  gives  them  a chance.  It  should 
be  perfectly  clear  that  many  surgical  pa- 
tients today,  as  in  the  past,  can  not  be  anes- 
thetized successfully,  no  matter  how  skillful 
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the  anesthetist.  Not  only  does  good  anesthesia 
make  advanced  surgery  possible  and  prac- 
tical, it  also  in  part  protects  patients  from 
poor  surgery,  since  it  gives  the  inept  surgeon 
time  to  blunder  his  way  to  some  solution. 

The  full  extent  of  good  anesthesia  can  not 
be  exploited  today  because  of  the  failure  of 
medicine  as  an  organized  group  to  admit  its 
responsibility  to  encourage  universally  good 
anesthesia.  There  are  not  enough  residents  in 
anesthesia  today,  because  of  the  historical  at- 
titude of  medicine  towards  anesthesia.  Most 
medical  students  are  not  given  a fraction  of 
the  time  for  the  study  of  anesthesia  as  they 
are  for  many  subjects  of  far  less  significance. 
Many  students  finish  medical  school  today 
without  any  exposure  to  anesthesia  at  all. 
This  situation  is  a result  of  the  most  archaic 
thinking  by  medicine  and  by  medical  edu- 
cators. They  remember  the  days  before 
World  War  II  when  literally  nothing  was 
known  about  anesthesia.  This  is  not  to  belittle 
the  efforts  of  the  few  men,  and  indeed  they 
were  few,  who  laid  the  framework  prior  to 
that  time  upon  which  modern  anesthesia  has 
been  built.  Medical  educators  have  been  so 
blinded  by  the  glamour  of  “surgical  advan- 
ces” that  they  have  ignored  for  the  most 
part  the  foundation  upon  which  those  results 
are  based.  Indeed,  those  of  us  who  have 
practiced  anesthesia  for  the  past  decade  recall 
the  many  pitched  battles  we  had  in  the  past 
in  order  that  we  might  give  good  anesthesia 
based  upon  sound  physiological  and  phar- 
macological principles  to  make  today’s  sur- 
gery possible;  I am  certain  these  battles  are 
far  from  over  in  some  localities. 

Despite  the  spectacular  growth  of  modern 
anesthesia  and  organizations  dedicated  to 
the  furtherance  of  the  best  of  the  art  and 
science  of  anesthesia,  this  growth  has  not 
kept  pace  with  the  national  need.  It  may 


well  be  that  there  are  now  relatively  fewer 
competent  anesthesiologists,  considering  the 
demands  of  modern  surgery,  than  there  were 
ten  years  ago.  There  are  many  residencies 
that  are  not  filled.  There  are  others  that  are 
filled  in  large  part  with  men  from  other 
lands  who  will  return  there  and  therefore 
not  contribute  to  American  medicine.  Every 
resident  who  finishes  training  has  literally 
endless  opportunities  awaiting  him.  True,  he 
may  not  be  in  just  the  hospital  he  wants  at 
the  moment,  but  anesthesiologists  are  not  only 
needed  in  practice  nationally,  but  even  more 
acutely  in  the  large  training  hospitals  and 
medical  schools. 

Because  of  the  shortage  of  anesthesiologists 
and  residents  it  is  now  being  proposed  that 
anesthesiologists  be  used  to  supervise  and 
train  technicians  for  “routine  cases”  and  that 
anesthesiologists  only  do  the  complicated 
ones.  Any  anesthesiologist  who  has  been  in 
the  operating  room  knows  that  the  anesthesia 
for  an  incision  and  drainage  of  an  abscess 
may  well  be  more  complicated  than  the 
anesthesia  for  a craniotomy,  and  that  there 
is  not  such  thing  as  a simple  or  routine  case. 
The  problem  is  who  will  be  supervising 
when  the  anesthesiologist  is  working  on  the 
“complicated”  case. 

Out  of  the  above  arrangement  a double 
standard  develops:  anesthesia  by  anesthesi- 
ologists for  the  few  and  select;  anesthesia  by 
technicians  for  the  majority.  This  would  be 
retrogression,  not  progress,  and  hardly  con- 
sistent with  the  “advances”  in  American 
medicine.  But  it  is'  an  easy  solution,  bowing 
to  economic  and  status  pressure,  slipping 
back  into  common  mediocrity,  which  is  al- 
ways the  easy  way  to  go. 

Organized  anesthesia  has  in  the  past  at- 
tempted by  many  devices  to  attract  residents. 
It  has  not  been  successful  any  more  than 
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would  the  members  of  a symphony  orchestra 
be  successful  in  raising  their  own  funds. 
Anesthesia  not  only  needs  general  support 
by  organized  medicine,  but  its  importance 
to  the  continued  development  of  medicine 
demands  that  it  be  given,  as  an  orchestra 
must  receive  its  support,  if  it  is  to  succed, 
from  an  appreciative  and  understanding  pu- 
blic. 

In  this  country  we  pride  ourselves  on  hav- 
ing “the  best”  and  particularly  the  best  of 
standard  medicine,  that  is,  except  anesthesia. 
It  is  true  that  anesthesia  is  available;  it  can 
be  given  by  almost  anyone,  and  frequently 
is,  and  this  is  so  not  because  such  adminis- 
tration is  the  best  or  safest,  but  because  of 
the  appalling  ignorance  of  the  consequences 
by  physicians,  generally  due  to  their  historical 
attitude  toward  anesthesia.  This  lack  of  un- 
derstanding is  typified  by  the  failure  of  the 
National  Institutes  of  Health  to  recognize 
clinical  anesthesia  as  being  important  in  na- 
tional health  programs.  There  are  flurries  of 
statistics,  and  concern  is  expressed  sporadical- 
ly over  anesthesia  mortality  and  morbidity, 
but  the  American  Medical  Association  and 
the  Association  of  American  Medical  Col- 
leges have  chosen  to  ignore  the  situation,  or 
perhaps  to  be  blinded  completely  by  the 
glamour  of  the  results  of  a little  good  anes- 
thesia in  surgical  triumphs,  and  thus  to  as- 
sume in  their  ignorance  that  it  is  everywhere 
thus. 

The  literature  of  today  contains  many 
examples  of  assumption  and  fuzzy  thinking. 
For  example,  Starr  is  quoted  in  his  reference 
to  artificial  heart  valve  implantation:^  “It 
isn’t  exactly  an  office  procedure ...  at  this 
stage  of  development  the  risk  involved  de- 
pends almost  entirely  on  the  patient.  . .”  In 
this  rather  extensive  discussion,  as  well  as  in 
two  smaller  notices  on  the  same  subject  in 


the  same  issue,  the  word  “anesthesia”  does 
not  appear.  I do  not  object  to  the  ignoring 
of  the  role  of  anesthesia  in  these  efforts;  I do 
point  out  that  these  articles  assume  things  that 
are  just  not  so,  that  is,  that  the  necessary 
degree  of  operating  room  skill  and  care  is 
everywhere  available.  A most  notable  ex- 
ample of  assumption  is  in  an  editorial  by 
Swan:  “How  Cardiac  Surgery  Transformed 
Surgery.”®  It  is  very  easy  to  write  such  edi- 
torials when  the  author  is  in  the  proper  en- 
vironment. An  inaccurate  assumption  is  ex- 
pressed in  an  editorial  entitled  “Push  But- 
ton Surgery,”  in  which  the  subject  of  auto- 
matic anesthesia  is  raised  and  in  which  the 
author  expressed  the  not  uncommon  assump- 
tion that  anesthesia  can  be  given  to  surgical 
patients  automatically.®  This  assumption  is 
deadly  because  it  indicates  a total  ignorance 
of  the  problems  and  responsibilities  of  today’s 
anesthesiologist. 

The  emphasis  that  is  placed  today  upon 
cardiovascular  and  transplant  surgery  holds 
a really  hollow  hope  for  the  future,  unless 
competence  in  the  operating  room  manage- 
ment of  these  patients  is  simultaneously  de- 
veloped. This  responsibility  has  fallen  to  the 
anesthesiologist,  and  properly  so,  but  there 
are  too  few  of  them. 

Anesthesiologists  are  almost  universally 
criticized  for  default  in  certain  areas,  prin- 
cipally in  the  area  of  obstetrical  anesthesia 
and  in  postoperative  supervision.  Proper 
perspective  is  placed  on  the  obstetrical  pro- 
blem by  Barnes:  “In  the  hospital,  the  re- 
moval of  a brain  tumor  calls  for  a surgeon 
with  two  assistants,  a scrub  nurse  and  two 
circulating  nurses,  an  anesthetist  and  assis- 
tant. The  patient’s  prognosis  is  about  eigh- 
teen months;  the  hospital  investment  is  tre- 
mendous. The  birth  of  a new  baby  at  4 
AM  more  often  is  attended  by  one  physician. 
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no  scrub  nurse,  one  circulating  nurse,  and 
inadequate  or  haphazard  anesthesia  cover- 
age. The  combined  prognosis  of  the  two 
patients,  mother  and  child,  is  over  a hun- 
dred years;  the  hospital  investment,  mini- 
mal. Reducing  the  fetal  hazard  inherent  in 
the  process  of  birth  is  not  a one-person 
job,  but  calls  for  an  adequately  staffed  hos- 
pital with  appropriate  supporting  services 
available.  It  would  be  a mistake  to  believe 
that  this  protection  is  currently  being  pro- 
vided.” ^ No  recognition  is  given  to  the  Tact 
that  there  are  probably  10  to  20  times  as 
many  surgeons  and  obstetricians  available 
on  a staff  as  anesthesiologists,  and  many 
hospitals  have  no  anesthesiologists  at  all. 
There  is  little  point  to  continue  the  mass 
education  of  surgeons,  unless  personnel  will 
be  available  so  their  talents  may  be  used.*^ 
Today  operating  rooms  and  hospital  beds 
are  vacant  because  of  the  lack  of  ancillary 
personnel. 

Advances  in  public  health,  pediatrics,  and 
geriatrics  have  increased  the  number  of  pa- 
tients requiring  surgery  for  reasonable  ex- 
pectance of  survival.  How  can  this  salvage 
be  justified  if,  in  fact,  it  is  prejudiced  by 
less  numerical  capability  in  an  area  so  fun- 
damental as  that  of  anesthesia. 

The  only  way  that  this  problem  can  be 
solved  is  by  education,  not  only  by  education 
of  the  physician  of  today,  but  by  the  infi- 
nitely more  important  education  of  the  phy- 
sician of  tomorrow.  There  must  be  a serious 
evaluation  of  the  problem  and  correction  of 
it  in  the  only  place  where  correction  can  be 
made  and  that  is  in  the  medical  schools.  I 
believe  further  that  the  developing  emphasis 
of  the  straight  internship,  particularly  in  the 


teaching  hospital,  has  done  much  to  remove 
anesthesia  from  contact  with  the  developing 
doctor. 

I believe  this  problem  in  education  is 
“medicine’s”  problem,  not  that  of  anesthesia. 
I believe  that  this  problem  is  sufficiently  im- 
portant to  be  formally  presented  to  thought- 
ful physicians  of  outstanding  medical  orga- 
nizations for  attempted  solutions.  I believe 
anesthesia  bears  the  same  relation  here  as 
in  the  operating  room — it  can  assist  and  ad- 
vise if  allowed;  anesthesia  is  not  primarily  a 
“curing”  art.  Cure  of  the  educational  situa- 
tion requires  action  by  the  team  here  as  else- 
where. The  image  of  anesthesia  is  not  only 
that  created  by  anesthesiologists,  but  the 
image  created  by  the  failure  of  medicine  to 
permit  the  reflection  of  anesthesia  in  an 
undistorted  mirror. 
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EDITORIAL 


LA  COLANGIOGRAFIA  OPERATORIA 

La  cirugía  de  las  vías  biliares  constituye  frecuentemente  un  problema  que 
requiere  una  decisión  inmediata,  o mejor  dicho,  a tomar  durante  el  curso  del 
acto  operatorio. 

Si  recordamos  por  un  momento  que  es  ésta  una  verdadera  encrucijada  don- 
de concurren:  la  vesícula  biliar  y el  cístico,  los  conductos  hepáticos  y ramifica- 
ciones intra-hepáticas,  el  colédoco  con  su  porción  intra-pancreática  y la  ampu- 
la  de  Vater,  áreas  todas  donde  las  alteraciones  son  frecuentes,  resulta  fácil  com- 
prender que  la  exploración  radiográfica  de  éstas  debe  constituir  una  consigna 
invariable  en  el  curso  de  las  operaciones  practicadas  para  la  exéresis  de  la  vesí- 
cula biliar. 

Diversos  procedimientos  se  han  propuesto  para  realizar  dicha  exploración. 
El  más  simple  y más  frecuentemente  empleado  lo  constituye  la  exploración  ins- 
trumental a través  de  una  coledocotomía.  Si  bien  es  verdad  que  es  éste  un  buen 
procedimiento,  no  es  menos  cierto  el  hecho  de  que  frecuentemente  resulta  ina- 
decuado, ya  que  en  los  pacientes  sometidos  a una  coledocotomía  por  tener  cálcu- 
los en  el  colédoco,  también  los  tienen  en  una  proporción  de  5 a 7 % en  los  con- 
ductos intr  a-he  páticos  los  cuales  prácticamente  resultan  imposibles  de  delatar 
por  palpación.  Las  alteraciones  tanto  patológicas  como  morfológicas  a nivel  de 
la  porción  distal  del  colédoco  y ampula  de  Vater  son  frecuentemente  imposi- 
bles de  constatar  por  medio  de  la  exploración  instrumental  a través  de  una  co- 
ledocotomía y por  último  los  conductos  hepáticos  principales  y aún  el  colédoco 
se  convierten  frecuentemente  en  fuentes  de  errores  cuando  nos  ceñimos  a los 
métodos  y criterios  habituales  de  exploración  del  colédoco.  La  presencia  de 
cálculos  en  colédocos  no  dilatados  es  un  hallazgo  frecuente,  para  algunos  auto- 
res hasta  del  40%.  La  existencia  de  cálculos  sin  ictericia  también  es  alta  y en 
solamente  el  20%  de  éstos  hay  colemia  concomitante. 
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Toda  una  gama  de  procedimientos  exploratorios  han  sido  ensayados  en  el 
último  cuarto  de  siglo  sin  que  ninguno  de  ellos  haya  logrado  satisfacer  a pleni- 
tud a los  cirujanos  envueltos  en  este  tipo  de  cirugía.  En  el  año  1932  P.  L.  Miriz- 
zi,  de  Córdoba,  Argentina,  introdujo  la  aplicación  clínica  de  la  colangiografía 
operatoria  para  la  exploración  de  las  vías  biliares  durante  la  cirugía  de  las  mis- 
mas. Los  cirujanos  suramericanos  fueron  rápidamente  cautivados  por  el  proce- 
dimiento y desde  entonces  viene  practicándose  rutinariamente  en  la  mayoría  de 
los  centros  quirúrgicos  de  Sur  América.  Menos  calurosamente  fue  este  procedi- 
miento acogido  por  los  colegas  de  Norte  América,  quienes  frecuentemente  opu- 
sieron diversas  objeciones  a la  misma,  entre  otras:  La  prolongación  del  tiempo 
operatorio  y la  posibilidad  de  contaminación  de  la  cavidad  peritoneal  por  bilis 
extravasada  a través  de  la  acupuntura  del  colédoco.  Nuestra  experiencia  es  to- 
da otra  y en  una  serie  sustanciada  por  más  de  un  millar  de  colangio grafías  no 
hemos  podido  corroborar  los  temores  expresados  frecuentemente  por  los  que  se 
oponen  al  empleo  rutinario  de  este  procedimiento. 

Para  evitar  las  objeciones  arriba  enumeradas,  nosotros  hemos  adoptado  la 
técnica  de  practicar  la  colangiografía  al  principio  del  procedimiento,  es  decir 
antes  de  realizar  la  ablación  de  la  vesícula  y en  segundo  lugar,  hacemos  la  in- 
yección del  medio  de  contraste  directamente  al  colédoco,  por  intermedio  de 
una  jeringuilla  de  otorrinolaringología  provista  de  una  aguja  fina  calibre  22  ó 
23.  Este  simple  detalle  nos  permite  obtener  los  resultados  de  la  colangiografía  an- 
tes de  terminar  el  procedimiento  operatorio,  lo  que  significa  que  no  se  aumenta 
apreciablemente  el  tiempo  destinado  a la  intervención.  Por  otra  parte,  el  he- 
cho de  utilizar  una  aguja  fina  para  la  inyección  del  colédoco  evita  la  extravasa- 
ción significativa  de  bilis. 

Es  nuestro  sincero  convencimiento  el  que  la  colangiografía  operatoria  debe 
realizarse  rutinariamente  en  las  operaciones  para  la  extirpación  de  la  vesícula 
biliar  y para  la  corrección  de  cualquier  alteración  de  las  mismas. 

También  creemos  que  toda  exploración  del  colédoco  debiera  ser  precedida 
por  la  exploración  radiográfica  de  las  vías  biliares  a través  de  una  colangiografía  ¡ 
operatoria.  '\ 

Honestamente  nos  parece  que  si  nosotros  requerimos  la  comprobación  ra-  \ 
diográfica  de  que  una  vesícula  está  enferma  para  proceder  a su  extirpación,  I 
igualmente  deberíamos  conocer  el  estado  de  las  vías  biliares  por  medio  de  la  co-  i 
langiografía  operatoria  antes  de  proceder  a su  exploración.  | 
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Sección  de  Resúmenes 

Editor:  Rafael  Sorrentino,  M.D. 


Electron  Microscopic  Study  of  Liver  Mito- 
chondria from  Human  Alcoholics  {Estudio  de  la 
Mitocondria  Hepática  en  Pacientes  Alcohólicos  con 
el  uso  del  Microscopio  Electrónico)  K.  H.  Kiessling, 
L.  Lindgren,  B.  Strandberg,  and  U.  Tobe.  Medical 
and  Psychiatrics  Clinics  I.  S:  t Goran’s  Hospital, 
Stockholm,  Sweden.  Acta  Medica  Scandinávica, 
176  : 595,  196U. 

Se  tomaron  biopsias  hepáticas  en  18  hom- 
bres y 6 mujeres  con  historial  de  alcoholismo 
crónico  observándose  en  los  hepatocitos  mito- 
condrias  anormales,  en  forma  y tamaño  alter- 
nando con  hepatocitos  normales.  A veces,  había 
una  marcada  agrupación  de  estas  formas  anor- 
males. Se  observaron  mitocondrias  gigantes 
con  bastante  frecuencia.  Cambios  similares  se 
apreciaron  en  ratas  tratadas  con  alcohol,  por 
períodos  prolongados.  El  número  de  pacientes 
estudiados  es  limitado  por  lo  que  los  autores 
no  pueden  hacer  comparaciones  de  sexos. 

Miguel  A.  Sarriera,  M.D. 

Use  of  Steroids  in  Asthma  in  Children.  (El  uso 
de  los  Corticoesteroides  en  Asma  en  Niños).  Vaughan 
III,  V.C.,  Department  of  Pediatrics,  Medical 
College  of  Georgia,  Augusta,  Ga.  Pediatrics  35:113, 
1965. 

Aunque  los  corticoesteroides  se  han  usado 
extensamente  en  problemas  alérgicos  durante 
los  últimos  15  años,  todavía  no  se  conoce  con 
precisión  el  lugar  que  ocupan  en  el  tratamien- 
to del  asma.  No  es  fácil  separar  los  efectos 
terapéuticos  de  los  efectos  tóxicos  de  los  mis- 
mos. Entre  los  efectos  tóxicos  importantes  es- 
tán la  retención  de  líquidos  y electrolitos,  alte- 
raciones del  metabolismo  protéico  y lípido,  el 
síndrome  de  Cushing,  ósteoporosis,  ósteoma- 
lacia,  supresión  de  la  adrenal,  hipertensión  y 
disminución  de  la  resistencia  a infecciones. 


habiéndose  observado  casos  fatales  de  varicela 
y tuberculosis.  Algunos  derivados  como  la  dex- 
ametasona  producen  más  estímulo  al  apetito 
y euforia.  Otros  como  la  triamcinolona  produ- 
cen anorexia,  depresión  y miopatía  tóxica. 
Ciertos  derivados  tales  como  el  fosfato  de  pred- 
nisolona  producen  menos  úlceras  pépticas  que 
otros.  La  mayoría  de  las  reacciones  secun- 
darias son  reversibles,  pero  algunas  tales  como 
los  disturbios  de  crecimiento  y ciertas  sicosis 
tóxicas  pueden  ser  crónicas. 

Otro  problema  quizás  más  serio  es  el  de 
las  complicaciones  al  interrumpir  los  corti- 
coesteroides. La  primera  es  una  recaída  de  la 
enfermedad,  que  puede  ser  más  severa  que  el 
ataque  originalmente  tratado  con  corticoeste- 
roides. En  estos  casos  es  necesario  volver  a 
usar  los  corticoesteroides. 

La  gran  efectividad  de  los  corticoesteroides 
crea  el  problema  de  que,  una  vez  que  se  han 
usado  inicialmente,  la  familia  del  enfermo 
insiste  en  que  se  sigan  usando.  Hay  amplia 
evidencia  de  que  cualquier  tratamiento  con 
corticoesteroides  de  más  de  3 dias  puede  estar 
seguido  de  insuficiencia  de  la  adrenal,  lo  que 
puede  traer  complicaciones  tales  como  shock 
hiponatrémico  e hipovolémico,  en  caso  de  que 
fuera  necesaria  una  intervención  quirúrgica 
de  urgencia.  La  duración  de  la  supresión  adre- 
nal probablemente  dura  48  horas  después  de 
tres  días  de  tratamiento  con  corticoesteroides. 
Si  el  tratamiento  es  de  una  semana,  la  supre- 
sión dura  una  semana  más.  Si  el  tratamiento 
es  de  un  mes  o más,  la  supresión  adrenal  puede 
persistir  desde  6 meses  hasta  un  año  o más. 

El  autor  apunta  que  el  asma  tiene  un 
buen  pronóstico  en  niños  con  el  tratamiento 
usual  y hace  las  siguientes  recomendaciones 
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para  tratamiento  antes  de  llegar  a usar  los 
corticoesteroides : usar  tratamiento  sintomático 
con  epinefrina,  efedrina  u otros  derivados; 
controlar  el  contacto  de  los  pacientes  con  los 
alérgenos  y cuando  todo  esto  falla,  apelar  a 
las  pruebas  cutáneas  y la  desensibilización. 
Los  corticoesteroides  pueden  usarse  en  el 
niño  con  gran  compromiso  respiratorio  que 
está  empeorando,  pero  no  debe  esperarse  un 
efecto  terapéutico  en  menos  de  seis  horas.  Una 
sola  dosis  de  cortisona  de  25  mgs.  puede  ser 
suficiente  para  efectuar  la  mejoría  necesaria, 
la  cual  ocurre  alrededor  de  6 a 8 horas  des- 
pués de  la  administración  de  cortisona.  El 
autor  prefiere  la  cortisona  o la  hidrocortisona 
porque  tienen  menor  efecto  sobre  el  crecimien- 
to que  otros  corticoesteroides.  Si’  estos  pro- 
ducen retención  de  líquidos  recomienda  el  uso 
de  la  prednisolona.  El  tratamiento  prolongado 
con  corticoesteroides  debiera  limitarse  sola- 
mente a niños  con  asma  intratable,  cuando 
han  fallado  todos  los  otros  medios  de  trata- 
miento. El  asma  que  ocurre  por  temporadas 
muy  raras  veces  requiere  tratamiento  prolon- 
gado. Cuando  es  necesario  continuar  los  cor- 
ticoesteroides, es  preferible  el  tratamiento  in- 
termitente usando  la  dosis  completa  de  dos 
días  a intervalos  de  48  horas,  de  modo  que  se 
conserve  la  capacidad  del  paciente  para  res- 
ponder a la  corticoprotina  y mantener  la  me- 
joría con  efectos  secundarios  mínimos. 

El  uso  de  corticoesteroides  por  inhalación 
no  está  completamente  ensayado.  La  Dexame- 
tasona  por  ser  más  soluble  y más  potente  se 
ha  utilizado  en  forma  de  aerosol,  pero  no  se 
sabe  si  los  resultados  favorables  observados 
son  por  el  efecto  local  o por  absorpción  sisté- 
mica  a través  de  los  pulmones.  Este  tipo  de 
tratamiento  es  poco  efectivo  en  casos  agudos 
de  asma  con  gran  compromiso  respiratorio, 
infección  activa  y gran  cantidad  de  secre- 
ciones, pero  podría  usarse  en  casos  mejora- 
dos con  el  propósito  de  interrumpir  el  trata- 
miento con  corticoesteroides  por  la  vía  oral. 

Es  de  gran  importancia  que  la  familia  en- 
tienda que  los  corticoesteroides  no  deben  usar- 
se para  alivio  sintomático  (p.r.n.)  como  su- 
cede con  broncodilatadores  o antihistamínicos. 
El  control  del  tratamiento  con  corticoesteroi- 


des debe  estar  bajo  supervisión  directa  del 
médico.  Como  ejemplo  de  este  problema,  el  au- 
tor describe  el  caso  de  un  lactante  de  14  meses 
que  fue  tratado  por  sus  padres  con  corticoes- 
teroides, sin  consultar  el  médico,  por  varias 
semanas  cada  vez  que  tenía  sibilancias.  El 
lactante  falleció  repentinamente  y en  la  autop- 
sia se  descubrió  un  timo  que  pesaba  76  gms., 
lo  que  sugería  una  insuficiencia  adrenal 
relativa.  Otro  niño  de  6 años  tratado  en  forma 
parecida  por  sus  padres,  falleció  con  un  cuadro 
de  asma  y edema  cerebral  a pesar  de  trata- 
miento con  corticoesteroides.  Aparentemente 
este  niño  había  perdido  la  capacidad  de  res- 
ponder a los  corticoesteroides.  El  autor  con- 
cluye que  la  mayoría  de  los  niños  con  asma  no 
necesitan  tratamiento  con  corticoesteroides  y 
advierte  que  su  uso  no  debe  sustituir  el  trata- 
miento convencional  del  asma. 

J.  E.  Sifontes,  M.  D. 

The  Gastrointestinal  Lesions  and  Complications 
of  the  Leukemias  (Las  Lesiones  y Complicaciones 
Gastrointestinales  en  las  Leucemias)  J.  C.  P rolla, 
MD.,  J.  B.  Kirsner,  MD.,  F.A.C.P.,  Chicago 
Illinois.  Gastroenterology  61:1081^,  196Jf. 

Se  estudiaron  148  casos  de  leucemias  en 
sus  diferentes  modalidades,  incluyendo  105 
formas  agudas  y 43  formas  crónicas.  25% 
de  los  pacientes  demostraron  lesiones  leucé- 
micas macroscópicas.  El  16%  de  los  pacientes 
estaban  afectados  por  - infecciones  micóticas, 
predominando  la  moniliasis  que  en  3 casos  fué 
generalizada.  18%  de  los  pacientes  tenían  he- 
morragia intestinal  y esta  fué  la  causa  de 
muerte  en  8 casos.  35%  de  los  pacientes  pre- 
sentaron cultivos  positivos  para  bacterias  gram 
negativas,  tanto  in  vivo  como  por  material  de 
autopsia.  Los  organismos  más  frecuentes  eran 
E.  Coli  y Pseudomona  Aeroginosa.  Las  com- 
plicaciones quirúrgicas  eran  variables  y se- 
veras observándose  apendicitis  hemorrágica 
y gangrenosa,  4 casos  de  perforación  del  cie- 
go e intestino  delgado,  2 perforaciones  por 
abscesos  hepáticos  y J.  caso  de  peritonitis  con 
proctocolitis  hemorrágica. 

El  estudio  quiere  enfatizar:  (1)  la  alta 
frecuencia  de  infiltrados  leucémicos  en  el  trac- 
to digestivo,  (2)  presencia  de  infecciones  mi- 


Hoi.  .ísoc.  Méd.  P.  Rico 
Mayo,  1965 


Resúmenes  295 


cóticas,  (3)  la  importancia  de  la  hemorragia 
intestinal,  (4)  el  aumento  de  bacterhemia  y 
shock  séptico  por  organismos  gram  negativos, 
(5)  la  alta  frecuencia  de  lesiones  necróticas  y 
hemorrágicas,  en  parte  influenciada  por  va- 
rios factores  como  son  el  uso  de  antimetaboli- 
tos,  esteroides,  antibióticos  en  el  tratamiento 
de  estas  afecciones  y la  presencia  de  “shock” 
y necrosis  leucémicas,  (6)  alta  incidencia  de 
complicaciones  quirúrgicas,  como  la  apendi- 
citis  gangrenosa,  perforación  intestinal,  abs- 
cesos agranulocíticos  del  intestino  y del  híga- 
do. 

Miguel  A.  Sarriera  M.D. 

Methods  of  Visualizing  the  Biliary  Ductal  System 

(Métodos  de  Visualizar  el  Sistema  Ductal  Biliar) 
New  York  Hospital,  Cornell  Medical  Center  — 
McSherry,  C.  K.  Mujahed,  F.  Y.  Glenn,  F.; 
Surgery  56:1037,  196JÍ. 

Los  autores  hacen  un  resumen  de  la  his- 
toria de  la  colangiografía  oral  e intravenosa. 

El  colangiograma  oral  en  el  95%  de  los 
casos  establece  la  presencia  o ausencia  de  en- 
fermedad en  la  vesícula.  Además  de  piedra, 
pólipos  y tumores  de  la  vesícula  se  han  de- 
mostrado por  este  estudio.  En  ausencia  de  en- 
fermedad del  parenquima  hepático  e hipermo- 
tilidad  del  tracto  gastro  intestinal,  dos  estudios 
usando  cantidad  doble  de  material  radio  opaco 
sin  visualizar  la  vesícula  es  prueba  suficiente 
de  enfermedad  en  la  vesícula. 

El  colangiograma  intravenoso  es  más  va- 
lioso en  la  evaluación  de  pacientes  donde  se 
sospecha  enfermedad  en  los  conductos  biliares 
mayores.  También  se  usa  en  el  diagnóstico  di- 
ferencial de  la  colecistitis  aguda.  Si  se  visualiza 
la  vesícula,  la  colecistitis  aguda  se  elimina. 
Otras  cosas  que  se  pueden  ver  son:  dilatación 
del  sistema  ductal,  cálculos,  estrecheces,  ves- 
tigios del  conducto  cístico.  Cuando  la  bilirubina 
sérica  está  por  sobre  3.0mg%  no  se  visualizan 
los  conductos  biliares. 

Colangiografía  transhepática  percutánea 
ayuda  a visualizar  los  conductos  biliares  en 
pacientes  con  ictericia  obstructiva  y una  biliru- 
bina por  sobre  3.0  mg%.  Este  procedimiento 
se  hace  con  anestesia  local.  Tiene  sus  peligros 
y se  debe  estar  preparado  a explorar  al  pa- 


ciente inmediatamente,  pues  puede  haber  he- 
morragia o peritonitis  biliar.  Los  autores  han 
hecho  este  procedimiento  en  100  pacientes  con 
una  sola  muerte. 

La  colangiografía  operatoria  y post-ope- 
ratoria  es  también  presentada  por  los  autores. 
Para  ellos  las  indicaciones  para  colangiogra- 
ma operatorio  son  las  siguientes:  (1)  histo- 
rial de  ictericia,  (2)  piedras  palpables  en 
conductos,  (3)  conductos  biliares  dilatados,  (4) 
evidencia  de  pancreatitis,  (5)  edad  sobre  65 
años.  Cuando  se  va  a explorar  un  conducto 
común  se  debe  hacer  un  colangiograma  antes 
y después  de  la  exploración. 

El  colangiograma  post-operatorio  se  debe 
hacer  a todo  paciente  que  se  le  haya  explorado 
el  conducto  biliar  común.  La  técnica  se  des- 
cribe en  el  artículo. 

José  R.  Pérez-Anzalota,  M.D. 

Appearance  of  First  Roentgenographic  Abnorm- 
alities Due  to  Lung  Cancer  (La  Apariencia  de 
las  Primeras  Anormalidades  Radiográficas  Debido 
a Carcinoma  del  Pulmón)  Boucot,  K.R.;  Cooper, 
D.A.;  Weiss,  W.;  Carnahan,  W.  J.  — Journal  of 
the  American  Medical  Association  190:1103,  196U. 

Al  presente  la  cirugía  es  la  única  terapia 
que  puede  ofrecer  la  curación  en  carcinoma 
del  pulmón.  Los  autores  quisieron  estudiar  la 
historia  natural  del  carcinoma  del  pulmón  en 
sus  comienzos.  La  mayoría  de  los  pacientes  ya 
tienen  síntomas  y anormalidades  radiológicas 
cuando  consultan  al  cirujano.  Los  autores  hi- 
cieron un  estudio  de  10  años  para  ver  los  cam- 
bios radiológicos  más  tempranos  debido  a cán- 
cer del  pulmón  y la  relación  entre  síntomas 
y anormalidades  en  rayos  X.  Se  estudiaron 
6,137  hombres  voluntarios  de  45  años  o más. 

Se  encontraron  142  pacientes  con  carci- 
noma del  pulmón;  66  fueron  encontrados  en 
las  placas  iniciales  y 76  fueron  nuevos.  Nue- 
vos son  aquellos  casos  que  se  diagnosticaron 
después  de  haber  entrado  en  el  estudio  con 
placas  iniciales  sin  tumor. 

La  apariencia  radiológica  de  las  primeras 
anoimalidades  de  cáncer  del  pulmón  fueron 
variables.  De  27  que  aparecieron  en  la  peri- 
feria 9 fueron  nódulos  solitarios,  5 fueron  ma- 
sas definidas,  1 fue  una  densidad  homogénea 
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irregular  y 12  fueron  densidades  no  homo- 
géneas irregulares.  De  los  17  tumores  que 
aparecieron  en  el  centro,  todos  menos  uno, 
empezaron  como  anormalidades  en  el  hilio  pul- 
monar. Esto  sugiere  que  cualquier  anormali- 
dad que  aparezca  en  el  pulmón  por  primera 
vez  en  hombres  mayores  se  debe  sospechar 
cáncer  hasta  que  se  diagnostique  lo  contrario. 

Dos  terceras  partes  de  los  tumores  se  ori- 
ginaron en  la  periferia. 

Muchos  de  los  pacientes  tenían  placas  anor- 
males antes  de  tener  evidencia  de  cáncer.  La 
más  frecuente  de  ésta  anormalidad  fue  fibro- 
sis pulmonar.  Se  ha  establecido  la  asociación 
de  asbestosis  con  cáncer  del  pulmón.  Cuando 
aparecen  síntomas  nuevos  en  pacientes  con  as- 
bestosis, éstos  se  deben  estudiar  bien.  Siete 
hombres  tenían  enfermedad  de  la  pleura  antes 
de  aparecer  cáncer.  Los  autores  postulan  que 
al  impedir  el  mecanismo  de  fuelle  del  pulmón 
(por  sínfisis  plural),  esto  puede  intervenir 
en  la  limpieza  bronquial  y puede  predisponer 
a cáncer.  Al  no  haber  el  mecanismo  efectivo 
de  fuelle  del  pulmón  no  se  puede  exprimir  o 
empujar  las  secreciones  hacia  los  bronquios 
donde  los  cilios  trabajan  y sacan  las  secrecio- 
nes a la  faringe.  En  pacientes  que  fuman,  esta 
acción  de  los  cilios  puede  estar  impedida. 

Dos  lesiones  pueden  aparecer  comparables 
por  rayos  X y sin  embargo  tener  pronóstico 
diferente.  Esto  se  puede  deber  a diferencias  en 
crecimiento,  potencial  metastásico  y factores 
nutricionales  y anormales. 

José  R.  Pérez-Anzalota,  M.D. 

Pneumococal  Bacteremia  with  Special  Reference 
to  Bacteremic  Pneumococal  Pneumonia  (Pneu- 
monia Pneumocócica:  Bacteremia  o Sepsis)  Robert 
Austrian,  y Jerome  Gold,  Annals  of  Internal 
Medicine,  60;  196U- 

Se  estudiaron  aproximadamente  2,000  ca- 
sos de  pneumonía  pneumocócica  y en  529  casos 
se  comprobó  bacteremia  o sepsis  por  medio  de 
cultivos  de  sangre  positivos.  El  período  de  es- 
tudio fué  de  10  años  (1952-1962)  y todos  los 
pacientes  eran  mayores  de  12  años  de  edad. 

La  incidencia  de  bacteremia  o sepsis  en 
casos  de  neumonía  pneumocócica  es  de  aproxi- 
madamente el  25%  y de  éstos  el  66%  es  cau- 


sada por  los  pneumococos  tipos  I al  VIII,  sien- 
do las  de  mayor  mortalidad  las  producidas  por 
los  tipos  I y III. 

La  mortalidad  fué  del  8%  al  55%,  según  los 
casos,  y dicha  mortalidad  está  en  proporción 
directa  con:  (1)  la  edad  (mayores  de  50  años), 
(2)  el  número  de  lóbulos  envueltos,  (3)  la 
presencia  de  septicemia  y (4)  focos  extra- 
pulmonares (meninges),  (5)  enfermedades 
pre-existentes  tuberculosis  (cardiopatías,  ci- 
rrosis, diabetes)  (6)  enfermedades  compli- 
cantes (infección  mixta)  y con  las  compli- 
caciones (empiema.  endocarditis,  peritonitis, 
artritis,  embolia  pulmonar,  pneumotórax,  ate- 
lectasia,  resolución  prolongada). 

En  cuanto  al  tratamiento  las  tetraciclinas 
tienen  la  misma  efectividad  que  la  penicilina 
y a pesar  de  esto  la  mortalidad  por  infeccio- 
nes pneumocócicas  sólo  ha  podido  ser  mejorada 
en  personas  jóvenes  o menores  de  50  años  de 
edad. 

El  60%  de  todas  las  muertes  en  pacientes 
tratados  con  antibióticos  ocurrieron  en  los  pri- 
meros 5 días  de  enfermedad;  lo  que  sugiere 
que  dichos  antibióticos  nada  tengan  que  ver 
con  el  desenlace  de  la  enfermedad,  durante 
el  período  inicial,  en  aquellos  pacientes  ya 
predestinados  a la  fatalidad. 

Las  pneumonías  junto  con  la  influenza 
son  la  sexta  causa  de  muerte  más  frecuente 
en  los  E.E.U.U.  y se  estima  que  al  año  ocurren 
de  9.000  a 55.000  muertes  por  éstas  infecciones. 

Los  pneumococos  son  responsables  del  80% 
de  las  infecciones  pulmonares  y para  su  tra- 
tamiento el  antibiótico  de  elección  es  la  peni- 
cilina, usándose  las  tetraciclinas  cuando  haya 
sensibilidad  alérgica  a la  primera. 

La  muerte  producida  por  infecciones  pneu- 
mocócicas parece  ser  debida  a que  el  paciente 
no  recibe  el  tratamiento  adecuado  a tiempo;  o 
bien  a fallo  de  los  mecanismos  de  defensa  que 
hacen  que  el  paciente  pase  al  “estado  fisioló- 
gico crítico  e irreversible”,  aunque  esté  reci- 
biendo el  tratamiento  indicado.  Los  mecanis- 
mos de  defensa  básicos  son  la  capacidad  para 
fagocitar  las  bacterias  y la  capacidad  para 
formar  anticuerpos  contra  los  pneumococos. 

A la  luz  de  los  resultados  y de  los  conoci- 
mientos actuales  la  vacunación  con  antígenos 
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capsulares,  especialmente  en  pacientes  mayo- 
res de  50  años  de  edad  o con  enfermedad  pre- 
existente, parece  ser  un  método  razonable, 
indicado,  efectivo  y de  buena  profilaxis  (como 
lo  era  en  las  épocas  anteriores  a los  antibió- 
ticos) para  evitar  o reducir  la  alta  mortalidad 
causada  por  los  pneumococos,  mayormente  por 
los  tipos  I al  VIII.  La  vacuna  debería  ser 
repetida  a los  4 años. 

Enrique  O.  Harta,  M.D. 


NOTICIAS 


Locales 


Ago.  4-(j.  CURSILLO  PARA  GENERALIS- 
TAS  — La  Escuela  de  Medicina  de  la  Uni- 
versidad de  Puerto  Rico  se  complace  en 
anunciar  el  próximo  Cursillo  para  médicos 
generalistas.  Este  se  llevará  a cabo  en  el 
anfiteatro  del  Hospital  Universitario  del  4 
al  6 de  agosto  de  1965.  Para  mayor  infor- 
mación favor  de  comunicarse  con  la  Ofici- 
na del  Decano,  Escuela  de  Medicina,  San 
Juan,  P.  R.  El  programa  se  circula  próxi- 
mamente a todos  los  médicos  de  Puerto  Rico. 

ESCUELA  DE  RECORDS 
MEDICOS  — El  Departamento  de  Medici- 
na Preventiva  y Salud  Pública  de  la  Escue- 
la de  Medicina  de  Puerto  Rico  inició  en 
agosto  de  1964  un  nuevo  programa  educa- 
tivo de  Ciencias  en  Récords  Médicos.  Este 
programa  se  originó  en  Puerto  Rico  en  el 
1952,  auspiciado  por  el  Departamento  de 
Salud,  donde  funcionó  hasta  1964  que  fue 
transferido  al  Depto.  de  Medicina  Preven- 
tiva y Salud  Pública  de  la  Escuela  de  Me- 
dicina de  Puerto  Rico. 

El  propósito  de  este  programa  es  el 
adiestramiento  profesional  de  Bibliotecarios 
de  Récords  Médicos.  Este  profesional  rinde 
una  labor  importantísima  dirigiendo  los 
servicios  de  récords  médicos  en  los  hospi- 
tales y otras  agencias  médico-hospitalarias. 
Esta  profesión  es  relativamente  nueva  en 
el  campo  de  la  medicina  y ofrece  amplio 
campo  de  trabajo  para  las  personas  que 
gustan  de  dedicar  sus  conocimientos  y des- 
trezas al  servicio  de  la  Salud  Pública. 


Los  requisitos  mínimos  de  admisión  son 
los  siguientes:  Poseer  el  grado  de  bachiller 
de  una  universidad  reconocida  y haber 
aprobado  los  cursos  de  Zoología  General, 
Fisiología  Humana  y Anatomía  Humana. 

La  Escuela  de  Récords  Médicos  está  acre- 
ditada por  las  agencias  acreditadoras  de 
este  tipo  de  programa  educativo  — la  Aso- 
ciación Médica  Americana  en  colaboración 
con  la  Asociación  Americana  de  Bibliote- 
carios de  Récords  Médicos.  Los  graduados 
de  este  programa  son  elegibles  a coger  el 
examen  de  “Registration”  que  ofrece  la 
Asociación  Americana  de  Bibliotecarios  de 
Récords  Médicos,  que  da  status  de  profe- 
sional al  Bibliotecario  de  Récords  Médicos. 

Actualmente  hay  6 estudiantes  las  cua- 
les se  graduarán  el  próximo  mes  de  julio; 
4 de  éstas  son  becadas  por  el  gobierno  mu- 
nicipal de  San  Juan  y 2 son  becadas  por 
el  Departamento  de  Salud  de  Puerto  Rico. 

El  programa  se  inicia  en  agosto  y se  ex- 
tiende por  12  meses  cubriendo  los  siguientes 
cursos:  Terminología  Médica,  Fundamentos 
en  Ciencias  Médicas,  Organización  y Ad- 
ministración, Ciencias  en  Récords  Médicos, 
Aspectos  Médico-Legales  del  Récord  Médi- 
co, Problemas  Administrativos  de  Récords 
Médicos  y Práctica  Supervisada.  En  la  ac- 
tualidad los  cursos  se  ofrecen  sin  crédito 
universitario  hasta  tanto  el  organismo  co- 
rrespondiente de  la  Universidad  de  Puerto 
Rico  haga  la  determinación  final  al  res- 
pecto. 

La  escuela  es  dirigida  por  la  Sra.  Olga 
García,  de  la  facultad  del  Departamento  de 
Medicina  Preventiva  y Salud  Pública.  La 
siguiente  facultad  colabora  con  la  Sra.  Gar- 
cía, en  la  enseñanza  de  las  estudiantes:  Dr. 
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Kenneth  Ramirez,  Dr.  Manuel  Revuelta,  Sr. 
Sigifredo  Martinez,  Lie.  Adelaida  Souf- 
front,  Sr.  Hirám  Yunque  Martinez  y otros 
distinguidos  miembros  de  la  facultad  médi- 
ca del  Hospital  de  Distrito  Universitario  y 
del  Departamento  de  Medicina  Preventiva 
y Salud  Pública  de  la  Escuela  de  Medicina 
de  Puerto  Rico. 

Las  personas  interesadas  y que  reúnan 
los  requisitos  de  admisión,  pueden  pedir 
más  información  a la  siguiente  dirección : 
Oficial  de  Admisiones,  Departamento  de 
Medicina  Preventiva  y Salud  Pública,  Es- 
cuela de  Medicina,  San  Juan,  Puerto  Rico. 

ASAMBLEA  ANUAL.  El 
Comité  de  Programación  Cientifica  del 
Consejo  Científico  desea  informar  a la  ma- 
tricula en  general  que  todos  aquellos  médi- 
cos interesados  en  presentar  trabajos  du- 
rante la  Asamblea  Anual  de  noviembre  se 
sirvan  asi  comunicárnoslo  con  anterioridad 
al  15  de  julio  de  1965. 

Los  interesados  deben  enviar  el  titulo  de 
la  presentación,  los  autores  del  mismo  y 
una  corta  reseña  del  tema  a discutirse. 

Como  en  años  anteriores,  las  presenta- 
ciones se  limitarán  estrictamente  a 20  mi- 
nutos. Será  requisito  indispensable  que  los 
autores,  antes  de  la  fecha  de  la  presenta- 
ción, sometan  una  copia  terminada  y co- 
rregida a ser  considerada  por  la  Junta  Edi- 
tora del  Boletin  para  fines  de  publicación. 

Nacionales 

A NATIONAL  PROGRAM 
TO  CONQUER  HEART  DISEASE,  CAN- 
CER AND  STROKE  — VOLUME  II,  Re- 
port by  The  President’s  Commission  on 
Heart  Disease,  Cancer  and  Stroke.  The 
second  volume  of  the  report  of  the  Presi- 
dent’s Commission  on  Heart  Disease,  Can- 
cer and  Stroke  publishes  full  reports  of 
the  subcommittees  and  the  source  papers, 
prepared  by  staff  members.  This  material 
is  based  on  testimony  of  expert  witnesses 
and  intense  study  of  the  literature.  It  pro- 


vides guidelines  and  fresh  data  for  the 
aims  of  State  health  'departments,  schools 
of  the  health  professions,  municipal  govern- 
ments, research  institutions,  hospitals, 
foundations,  and  voluntary  organizations. 
The  papers  open  new  pathways  of  research 
and  health  practice.  In  addition  to  subcom- 
mittee reports  and  staff  papers  on  heart 
disease,  cancer,  stroke,  research,  rehabili- 
tation, manpower,  communications,  and 
facilities,  this  volume  contains  a monumen- 
tal report  on  the  economic  costs  of  cardio- 
vascular diseases  and  cancer  and  a sum- 
mary of  a conference  of  experts  on  the 
economics  of  medical  research.  1965. 

656  p.  il. 

Catalog  No.  Pr  36.8:H35/P  94/vol.  2 

$3.00  per  copy 

If  interested,  order  from: 

Superintendent  of  Documents 
Government  Printing  Office 
Washington,  D.  C.  20402 

Advice  to  Authors 

The  American  Medical  Association  has 
prepared  a guide  for  physicians  who  plan 
to  submit  manuscripts  to  any  of  the  As- 
sociation’s ten  specialty  journals.  This 
guide  will  help  you  a great  deal  if  you  are 
planning  to  submit  manuscripts  for  publi- 
cation in  practically  any  scientific  medical 
journal. 

If  you  are  interested  in  obtaining  a copy 
of  this  booklet  write  to: 

Junta  Editora 

Boletin  Asociación  Médica  de 
Puerto  Rico 
Apartado  9111 

Santurce,  Puerto  Rico  00908 

THE  AMERICAN  COL- 
LEGE OF  CARDIOLOGY  announces  an  of- 
ficial postgraduate  tutorial  program  in  Car- 
diology to  be  held  in  the  Institute  for  Cardio- 
pulmonary Diseases  of  the  Scripps  Clinic 
and  Research  Foundation,  La  Jolla,  Califor- 
nia. The  program  will  last  9 months  and  will 
be  an  intensive,  full  time,  planned  cur- 
riculum for  the  special  purpose  of  instruc- 
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tion  of  the  physician  in  the  field  of  Car- 
diology. It  will  be  opened  to  physicians  from 
USA  and  abroad.  Tuition,  $1,000.00. 

For  information,  write:  Administrative 
Assistant,  Institute  for  Cardio-Pulmonary 
Diseases,  The  Scripps  Clinic  and  Research 
Foundation,  La  Jolla,  California. 

THE  U.  S.  DEPARTMENT 
OF  HEALTH,  EDUCATION,  AND  WEL- 
FARE, PUBLIC  HEALTH  SERVICE,  an- 
nounces: 

“Coronary  Care  Units,”  the  first  publica- 
tion to  describe  specialized  intensive  care 
units  for  acute  myocardial  infarction  pa- 
tients, has  been  issued  by  the  Heart  Disease 
Control  Program  of  the  Public  Health  Ser- 
vice, U.  S.  Department  of  Health,  Education 
and  Welfare. 

The  new  40-page  brochure  is  directed  to 
hospital  administrators  and  health  profes- 
sionals concerned  with  hospital  care  follow- 
ing heart  attacks.  It  covers  new  concepts 
of  ‘round-the-clock’  electronic  monitoring, 
staffing  pattern  for  medical  and  nursing 
personnel,  and  outlines  the  nurse  training 
required  for  effective  service  in  the  special- 
ized unit.  As  a further  aid  in  planning,  it 
includes  suggested  designs  for  4-  and  5- 
bed  coronary  care  units  and  discusses  exist- 
ing equipment. 

The  brochure  indicates  that  cardiac  stand- 
still and  potentially  lethal  disturbances  of 
heart  rhythm  can  be  detected  and  treated 
promptly  in  coronary  care  units.  It  is  believ- 
ed that  the  salvaging  of  “hearts  too  good  to 
die”  can  substantially  reduce  the  present 
post-infarction  death  rate,  which  currently 
runs  to  nearly  one-third  of  hospitalized 
cases. 

Single  copies  of  “Coronary  Care  Units” 
are  available  without  charge  from  the  Pu- 
blic Health  Service,  Washington,  D.  C. 
20201.  Copies  may  also  be  purchased  from 
the  Superintendent  of  Documents,  U.  S. 
Government  Printing  Office,  Washington, 
D.  C.,  20402,  at  twenty  cents  a copy  or 
$15.00  per  hundred. 


Oct.  ;i0,  1965  THE  ANNUAL  OTOLARYN- 
GOLOGIC ASSEMBLY  OF  1965  will  be 
held  October  30  through  November  5,  in 
the  new  Illinois  Eye  and  Ear  Infirmary  at 
the  Medical  Center,  Chicago.  The  Depart- 
ment of  Otolaryngology  of  the  University 
of  Illinois  College  of  Medicine  offers  a con- 
densed postgraduate  basic  and  clinical  pro- 
gram for  practicing  otolaryngologists  under 
the  direction  of  Doctor  Emanuel  M.  Skolnik. 
It  is  designed  to  bring  to  specialists  current 
information  in  medical  and  surgical  otorhin- 
olaryngology. 

Interested  physicians  should  direct  com- 
munications to  the  mailing  address: 

Department  of  Otolaryngology 
College  of  Medicine  of  the 
University  of  Illinois  at  the 
Medical  Center,  Chicago 
P.  0.  Box  6998 
Chicago,  Illinois  60680 

Nov.  1-5,  1965  AMERICAN  COLLEGE  OF 
PHYSICIANS’  POSTGRADUATE  COUR- 
SE— Psychiatry  for  the  Internist,  Universi- 
ty of  Colorado  Medical  Center,  Denver, 
Colo.;  Herbert  S.  Gaskill,  M.  D.,  F.  A.  C.  P., 
Director. 

Tuition  fees:  Members,  $60.00;  Nonmem- 
bers, $100.00.  Registration  forms  and  re- 
quests for  information  are  to  be  directed 
to:  Edward  C.  Rosenow,  Jr.,  M.  D.,  Exe- 
cutive Director,  The  American  College  of 
Physicians,  4200  Pine  Street,  Philadelphia, 
Pa.,  19104. 

Nov.  5,  1965  INTERNATIONAL  COLLEGE 
OF  SURGEONS  REGIONAL  MEETING, 
Urbana,  Illinois  State  Division. 

Dec.  8-10,  1965  SECOND  NATIONAL  SYM- 
POSIUM ON  COCCIDIOIDOMYCOSIS  will 
be  held  on  December  8,  9,  10,  1965,  on  Del 
E.  Webb  Towne  House,  Phoenix,  Arizona. 
For  further  information,  contact:  Arizona 
Tuberculosis  and  Health  Association,  Inc., 
733  West  McDowell  Road,  Phoenix,  Arizona 
85007. 
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Internacionales 

July  5,  1965  INTERNATIONAL  COLLEGE 
OF  SURGEONS  NEW  ENGLAND  AND 
EAST  CANADIAN  REGIONS  MEETING 
will  be  held  on  June  30-July  5,  1965,  on 
Mont  Gabriel,  Quebec,  Canada. 

July  22-24,  1965  INTERNATIONAL  COL- 
LEGE OF  SURGEONS  GUANABARA 
DIVISION  MEETING  will  be  held  on  Rio 
de  Janeiro,  Brazil. 

Oct.  1-4,  1966  INTERNATIONAL  COL- 

LEGE OF  SURGEONS  INTERNATIONAL 


BIENNIAL  CONGRESS  wil  be  held  on 
Mexico  City,  Mexico. 

Oct.  4-11,  1967  INTERNATIONAL  COL- 
LEGE OF  SURGEONS,  INTERNATIO- 
NAL BIENNIAL  CONGRESS  will  be  held 
on  Tokyo,  Japan. 

Fall  1970  INTERNATIONAL  COLLEGE 
OF  SURGEONS  INTERNATIONAL  BIEN- 
NIAL CONGRESS  will  be  held  on  Paris, 
France,  on  fall,  1970. 
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Instrucciones  para  los  Autores: 

El  Boletín  acepta  para  su  publicación 
artículos  relativos  a medicina  y cirugía  y las 
ciencias  afines.  Igualmente  acepta  artículos 
especiales  y correspondencia  que  pudiera  ser 
de  interés  general  para  la  profesión  médica. 

El  artículo,  si  se  aceptara,  será  con  la  con- 
dición de  que  se  publicará  únicamente  en  esta 
revista. 

Para  facilitar  la  labor  de  revisión  de  la 
Junta  Editora  y del  impresor,  se.  requiere  de 
los  autores  que  sigan  las  siguientes  instruc- 
ciones: 

a)  Los  trabajos  deberán  estar  escritos  a 
máquina  a doble  espacio  y por  un  solo  lado  de 
cada  página,  en  duplicado  y con  amplio  mar- 
gen. 

b)  En  página  separada  debe  incluirse  lo 
siguiente:  título  (no  excediendo  de  80  letras  y 
espacios),  nombre  del  autor  (es),  institución 
y dirección  postal  del  autor. 

c)  Artículos  referentes  a resultados  de 
estudios  clínicos  o investigaciones  de  laborato- 
rio deben  organizarse  bajo  los  siguientes  en- 
cabezamientos; (1)  introducción,  (2)  material 
y métodos,  (3)  resultados,  (4)  discusión,  (5) 
resumen  (en  español  e inglés),  y (6)  refe- 
rencias. 

d)  Artículos  referentes  a estudios  de  casos 
aislados  deben  organizarse  en  la  siguiente  for- 
ma: (1)  introducción,  (2)  observaciones  del 
caso,  (3)  discusión,  (4)  resumen  (en  español 
e inglés),  (5)  referencias. 

e)  Las  tablas,  notas  al  calce  y leyendas 
deben  aparecer  en  hojas  separadas. 

f)  Si  un  artículo  ha  sido  leído  en  alguna 
reunión  o congreso,  así  debe  hacerse  constar 
como  una  nota  al  calce. 

g)  Deben  usarse  los  nombres  genéricos  de 
los  medicamentos.  Podrán  usarse  también  los 
nombres  comerciales,  entre  paréntesis,  si  así 
se  desea. 

h)  Se  usará  con  preferencia  el  sistema 
métrico  de  pesos  y medidas. 

i)  Las  fotografías  y microfotografías  se 


someterán  como  copias  en  papel  de  lustre  sin 
montar.  Los  dibujos  y gráficas  deben  prepa- 
rarse a tinta  negra  y en  papel  blanco.  Todas 
las  ilustraciones  deben  estar  numeradas  (nú- 
meros arábigos)  e indicar  la  parte  superior 
de  las  mismas.  Debe  escribirse  una  leyenda 
para  cada  ilustración. 

j)  Las  referencias  deben  ser  numeradas 
sucesivamente  de  acuerdo  con  su  aparición  en 
el  texto.  Los  siguientes  ejemplos  pueden  servir 
de  modelo: 

6.  Koppisch,  E.  Pathology  of  arterios- 
clerosis. Bol.  Asoc.  Med.  P.  Rico  46: 
505,  1954.  (artículo  de  revista). 

4.  Wintrobe,  M.  M.  Clinical  Hematology, 
3rd  Ed.  Lea  and  Febiger,  Philadel- 
phia, 1952,  p.  67.  (libro). 

Deben  usarse  solamente  las  abreviaturas  in- 
dicadas en  el  Cumulative  Index  Medicus  que 
publica  la  Asociación  Médica  Americana. 

Instructions  to  Authors: 

The  Boletín  will  accept  for  publication  con- 
tributions relating  to  the  various  areas  of  me- 
dicine surgery  and  allied  medical  sciences. 
Special  articles  and  correspondence  on  sub- 
jects of  general  interest  to  physicians  will  also 
be  accepted.  All  material  is  accepted  with  the 
understanding  that  it  is  to  be  published  solely 
in  this  journal. 

In  order  to  facilitate  review  of  the  article 
by  the  Editorial  Board  and  the  work  of  the 
printer,  the  authors  must  conform  with  the 
following  instructions: 

a)  The  entire  manuscript,  including  legends 
and  ref ei enees,  .should  be  typewritten  double- 
spaced in  duplicate  with  ample  margins. 

b)  A separate  title  page  should  include  the 
following:  title  (not  to  exceed  80  characters 
and  spaces),  author’s  name  (s)  ; institution, 
and  author’s  mailing  address. 

c)  Articles  reporting  the  results  of  clinical 
studies  or  laboratory  investigation  should  b<‘ 


organized  under  the  following  headings:  (1) 
introduction,  (2)  material  and  methods,  (3) 
results,  (4)  discussion,  (5)  summary  in  En- 
glish and  Spanish,  (6)  references. 

d)  Case  reports  will  include  (1)  introduc- 
tion, (2)  description  of  the  case,  (3)  discus- 
sion, (4)  summary  in  English  and  Spanish, 
(5)  references. 

e)  Tables,  footnotes  and  legends  to  figures 
should  appear  in  separate  sheets. 

f)  If  the  paper  has  been  presented  at  a 
meeting,  the  place  and  date  should  be  stated 
as  a footnote. 

g)  Generic  names  of  drugs  should  be  used. 
Trade  names  may  also  be  given  in  parenthe- 
sis, if  desired. 

h)  Metric  units  of  measurement  should  be 
used  preferentially. 


i)  Photographs  and  photomicrographs 
should  be  submitted  as  glossy  prints,  unmount- 
ed. Drawings  and  graphs  should  be  made  in 
black  ink  on  white  paper.  All  illustrations 
should  be  numbered  (Arabic)  and  the  top 
indicated.  A legend  should  be  given  for  each. 

j)  References  should  be  numbered  serially 
as  they  appear  in  the  text.  The  following  form 
will  be  used; 

6.  Koppisch,  E.  Pathology  of  arterios- 
clerosis. Bol.  Asoc.  Med.  P.  Rico  46: 
505,  1954.  (for  journal  articles). 

4.  Wintrobe,  M.  M.  Clinical  Hematology, 
3rd  Ed.  Lea  and  Febiger,  Philadel- 
phia, 1952,  p.  67,  (for  books). 
Abreviations  will  conform  to  those  used  in  the 
Cumulative  Index  Medicus,  published  by  the 
American  Medical  Association. 


...and  in  previously  treated 
hypertensive  patients... 


Uh-huh. 


Uh-huh. 


...reducing  mean  arterial  pressure 
from  135  to  112  mm.  Hg. 


I’ve  already  got  eleven  patients 
doing  fine  on  Regroton. 


Don't  you  even  want  to  try  it,  Doctor? 


Regroton* 


Composition:  Each  tablet  contains  chlorthalidone, 
so  mg.,  and  reserpine.  0.25  mg. 

Contraindications:  History  of  mental  depression, 
hypersensitivity,  and  most  cases  of  severe  renal 
or  hepatic  diseases. 

Warning:  Discontinue  2 weeks  before  general 
anesthesia.  1 week  before  electroshock  therapy, 
and  If  depression  or  peptic  ulcer  occurs. 
Precautions:  Reduce  dosage  of  concomitant  anti- 
hypertensive agents  by  one-half.  Discontinue  it 
the  BUN  rises  or  liver  dysfunction  is  aggravated 
Electrolyte  Imbalance  and  potassium  depletion 
may  occur:  take  particular  care  In  cirrhosis  or 


Superior  to  other  antihypertensives 
in76  of  SO  patients  in  a 2-year  study* 

severe  ischemic  heart  disease,  and  in  patients 
receiving  corticosteroids.  ACTH,  or  digitalis.  Salt 
restriction  Is  not  recommended.  Use  with  caution 
in  patients  with  ulcerative  colitis,  gallstones,  or 
bronchial  asthma. 

Side  Effects:  Nausea,  vomiting,  diarrhea,  muscle 
cramps,  headaches  and  dizziness.  Potential  side 
effects  include  angina  pectoris,  anxiety,  depres- 
sion, drowsiness,  hyperglycemia,  hyperuricemia, 
lassitude,  leukopenia,  nasal  stuffiness,  nightmare, 
purpura,  urticaria,  and  weakness. 

For  full  details,  see  the  complete  prescribing 
Information. 


Regroton  improved  response 
in  76  out  of  80... 


Why  didn’t  you  say  so  in  the 
first  place? 


Geigy 

Average  Dosage:  One  tablet  dally  with  breakfaet 
Availability:  Bottles  of  100  and  1000  tablets. 

’Chupkovich.  V.;  FInnerty.  F.  A..  Jr.,  and 
Kakavialos.  N : The  value  of  chlorthalidone  plus 
reserpine  in  moderately  severe  and  severe  hyper- 
tension: A two  year  study.  Presented  at  the  7th 
Inter-American  Congress  of  Cardiology.  Montreal. 
June  14-19.  1964. 
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because  of  these  results  this  was  said 


OC  *7  sensitivity  of  768  organ- 
uDa  / isms  to  various  antibiotics^ 


“It  [Albamycin  T]  should  be  particular- 
ly useful  in  the  treatment  of  those  in- 
fections dealt  with  in  the  home  or  the 
office  where  the  services  of  a bacterio- 
logical laboratory  are  not  available,  or 
where  it  is  not  advisable  to  withhold 
treatment  until  a sensitivity  test  can 
be  reported.  It  should  also  be  a valu- 
able form  of  therapy  where  mixed  in- 
fections are  a problem.”' 

for  adults 

ALBAMYCIN  T CAPSULES  Bottles  of  16  and  100 
Each  capsule  contains: 

Albamycin  (as  novobiocin  sodium)  125  mg. 

Tetracycline  hydrochloride  125  mg. 

Dosage;  1 or  2 capsules  three  or  four  times  daily. 

for  children 

ALBAMYCIN  T FLAVORED  GRANULES 

Bottles  of  60  cc.  (when  reconstituted) 

When  granules  are  mixed  with  sufficient  water  (50 
cc.)  to  fill  bottle  to  a total  of  60  cc.,  each  5 cc.  (tea- 
spoonful) of  the  suspension  contains; 

Albamycin  (as  novobiocin  calcium)  62.5  mg. 

Tetracycline  (equivalent  to 
tetracycline  hydrochloride)  62.5  mg. 

Children  enjoy  the  pleasant  orange-peppermint 
flavor. 

Dosage;  0.6  to  1.0  cc.  per  kg.  of  body  weight  per 
day  in  two  to  four  divided  doses. 

Cautions:  Contraindicated  in  persons  sensitive  to 
novobiocin  or  the  tetracyclines.  Use  may  permit 
overgrowth  of  nonsusceptible  organisms,  so  con- 
stant observation  of  patient  essential.  Side  reac- 
tions infrequent- principally  mild  nausea  and  ab- 
dominal cramps.  Urticaria  and  maculopapular  der- 
matitis reported  more  frequently;  leukopenia  and 
other  blood  dyscrasias  have  occurred  occasionally. 
Make  routine  total  and  differential  blood  cell  counts 
during  administration.  Tetracyclines  may  form  a 
stable  calcium  complex  in  bone-forming  tissue,  but 
no  serious  effects  have  been  reported  to  date.  Tooth 
discoloration,  which  may  occur  when  drug  is  given 
during  tooth  development,  is  usually  seen  only  with 
long-term  use.  Avoid  administration  of  novobiocin 
to  premature,  newborn,  and  young  infants  because 
it  may  interfere  with  conjugation  of  bilirubin.  Dis- 
continue in  children  and  adults  if  jaundice  develops. 
Warning:  Novobiocin  possesses  a significant  index 
of  sensitization.  Discontinue  therapy  if  allergic  re- 
actions cannot  be  controlled  by  antihistamines. 

1.  DeVries,  J.  A.:  Applied  Therapeutics,  3:356-368  (May)  1961. 
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NUEVO 

CONTRACEPTIVO 

ORAL 


De  fórmula  fisiológicamente  equilibrada,  el 
NORLESTRI N no  solamente  es  muy  eficaz 
como  contraceptivo  sino  que  su  administración 
se  acompaña  de  una  incidencia  sumamente  baja 
de  efectos  colaterales,  aun  en  los  primeros  ciclos. 


DOSIS:  Una  tableta  por  día  durante  20  días  de  cada  ciclo  menstrual,  comenzando  el  quinto 
día  del  ciclo.  Mientras  no  se  cuente  con  más  experiencia,  la  administración  no  debe  con- 
tinuarse por  más  de  24  meses.  Si  ; llegan  a observar  ligeras  hemorragias  intraterapéuticas, 
auméntese  la  dosis  a 2 tabletas  por  día  hasta  que  la  hemorragia  desaparezca;  reanúdese 
entonces  la  dosis  de  1 tableta  por  día.  Si  no  llega  a haber  menstruación,  iníciese  el  ciclo 
siguiente  de  20  tabletas  a los  siete  u ocho  días  de  haber  tomado  la  última  tableta  del  ciclo 
anterior. 


CONTRAINDICACIONES:  Presencia  o antecedentes  de  cáncer  de  mama  o cáncer  genital; 
enfermedades-  hepáticas;  antecedentes  de  tromboembolia  salvo  que  a criterio  del  médico 
las  ventajas  de  la  medicación  superen  las  desventajas. 

PRECAUCIONES:  Durante  la  administración  prolongada  deben  examinarse  las  pacientes 
regularmente.  Debe  procederse  con  precaución  en  caso  de  trastornos  metabólicos  (inclusive 
la  diabetes),  endocrinos  o hepáticos,  así  como  en  los  trastornos  cardíacos  o renales,  la 
epilepsia,  la  jaqueca  y el  asma,  condiciones  en  las  cuales  debe  evitarse  la  retención  de 
líquidos.  Los  fibromas  uterinos  pueden  aumentar  de  tamaño  durante  la  administración  de 
progestógenos  para  regresar  cuando  ésta  se  interrumpe.  En  algunos  pocos  casos  se  ha 
observado  masculinización  del  feto  de  sexo  femenino  después  de  la  administración  de 
agentes  progestogénicos  durante  el  embarazo.  En  caso  que  la  hemorragia  intraterapéutica 
persista  o recurra,  debe  investigarse  la  presencia  de  causas  no  funcionales.  No  se  recomienda 
durante  la  lactancia  hasta  pasadas  6 a 8 semanas  del  parto. 


EFECTOS  COLATERALES:  La  terapéutica  progestogénica  se  caracteriza  por  disminución 
del  flujo  menstrual.  Los  efectos  colaterales  principales,  cuya  frecuencia  disminuye  mar- 
cadamente después  del  primer  ciclo,  son  las  náuseas,  la  hemorragia 
intraterapéutica  y el  aumento  de  peso. 


PARKE-DAVIS 


^Xomo  cota  de  malla” 


PENTRITOL  Tempules  protege  al  paciente  en 
forma  continua  contra  los  ataques  de  la  angina 
de  pecho. 

Una  sola  cápsula  de  desintegración  regulada  pro- 
porciona 12  horas  de  vasodilatación  coronaria 
rápida,  uniforme  y sostenida.  PENTRITOL  dis- 
minuye la  severidad,  duración  y frecuencia  de  los 
ataques.  Asimismo,  acorta  o elimina  los  requeri- 
mientos de  nitroglicerina  y reduce  notablemente 
la  intensidad  del  dolor. 

PENTRITOL  reúne  en  cada  cápsula  (Tempule)  de 
desintegración  regulada,  cientos  de  micro- 
gránulos  de  tetranitrato  de  pentaeritritol  que 


liberan  la  droga  en  forma  gradual  y sostenida, 
evitando  las  variaciones  bruscas  que  pueden 
precipitar  un  ataque  anginoso. 

PENTRITOL,  aun  a dosis  más  pequeñas,  rinde 
efectos  profilácticos  superiores  a los  obtenidos 
con  la  droga  en  forma  de  tabletas.  Dos  cápsulas 
de  PENTRITOL  — una  por  la  mañana  y otra  por  la 
noche  — protegen  al  miocardio  en  forma  con- 
tinua: durante  24  horas., 

Rp.— PENTRITOL  Tempules,  en  cápsulas  de  30  o 
60  mg.,  PENTRITOL  Tempules  se  suministra  tam- 
bién en  cápsulas  de  30  mg.  con  50  mg.  de  buta- 
barbital. 
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NegGram  (brand  of  nalidixic  acid)  is  a NEW 

VVINTHROP  announces  a systemic  antibacterial  agent  that  is  effective 

totally  new  when  taken  orally. 

synthetic  antibacterial  ...... 

It  IS  primarily  active  against  gram-negative 

bacteria. 

With  NegGram  (brand  of  nalidixic  acid), 
adjustment  of  urine  pH  is  unnecessary. 


NegGram 

brand  of  . 

nalidixic  acid 


has  an  unusual  antibacterial  spectrum: 


0 


COOH 


AGAINST  GRAM-NEGATIVE  BACTERIA 
Proteus,  Escherichia,  Aerobacter,  Klebsiella,  Shigella, 
Neisseria,  Brucella,  Pasteurella,  Hemophilus  (usually 
highly  sensitive) 


Pseudomonas,  Salmonella  (vary  in  sensitivity) 


AGAINST  GRAM-POSITIVE  BACTERIA 

Usually  not  sensitive  in  vitro,  or  only  at  high  concentration, 

but  favorable  clinical  results  have  been  observed. 


is  unique  chemically: 

A naphthyridine  derivative  that  is  unrelated  to  sulfonamides, 
antibiotics  or  nitrofurazones 


has  outstanding  pharmacologic  advantages: 

High  anti-infective  efficacy 

Rapid  absorption  from  the  gastrointestinal  tract 

High  excretion  in  the  urine 

Good  tolerance 

Compatibility  with  other  anti-infectives 
Freedom  from  bacterial  cross  resistance 
Effectiveness  even  in  persons  with  impaired  renal  function 


release  her 
with 

Preludin^ 

brand  of 

phenmetrazine 

hydrochloride 

Effective  Appetite  Suppressant 
Avoids  Excessive  Stimulation 

Dosage:  One  25  mg.  tablet 
two  or  three  times  daily,  or  one 
75  mg.  Endurets®  prolonged- 
action  tablet  once  daily. 
Contraindications:  Severe 
coronary  disease,  hyperthy- 
roidism, severe  hypertension, 
nervous  instability,  and 
agitated  prepsychotic  states. 
Precautions:  Use  with  caution 
in  moderate  hypertension 
and  cardiac  decompensation. 

Do  not  use  during  the  first 
trimester  of  pregnancy  unless 
potential  benefits  outweigh 
possible  risks.  Do  not  use  with 
other  CNS  stimulants, 
including  MAO  inhibitors. 
Excessive  use  may  result  in 
restlessness,  mood  changes, 
behavior  changes,  hallucina- 
tions or  delusions. 

Side  Effects:  Dryness  or 
unpleasant  taste  in  the  mouth, 
urticaria,  and  (rarely)  over- 
stimulation,  insomnia, 
dizziness,  nausea  or  headache. 
Under  license  from 
Boehringer  Ingelheim  G.m.b.H. 


Inside  the 
obese  diabetic 
a slim  one 
signals  to  be 
let  out 


Geigy  Pharmaceuticals 
Division  of 

Geigy  Chemical  Corporation 
Ardsley,  New  York 
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rherBp«utic  results  are  atilt  uuaurpasaed 


they  provi  de  more  highly 


Individualized  therapy  with  more 


flexible  dosage,  for  more 


patients ; there  is  only  tnmimal 


dtsturbance  of  the 


patient  s salt  and  water 


balance,  with  only 


negligible  loss  of  eakium; 


mood  changes  are  rare : 


there  is  no  voracious 


appetite  with  excessive 


weight  gain,  and  only  a 


low  incidence  of  peptic  nicer 


anti  eonipressjon  fracture. 


Why  doctors  are  prescribing  with  confidence 


for  patients  ivith  rheiimatoid  arthritis,  bronchial  astinna  and  other 
respiratory  allergies,  inflammatory  and  allergic  skin  disorders,  and 
other  conditions  requiring  steroids. 

Pur  an  authoi  ilative  discussion  of  the  properties  of  AUISTOCORT  see 
the  A^M,  A.  Council  on  Drugs  report  in  J.A.M.A . 169:1157  (Jan.  l¿)  1959, 
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ARISTOCORT  Triamcinolone  Acetonide  0.1%  CREAM  and  OINTMENT  Tu  bes  of  5 Gm.  and 
15  Gm.  • ARISTOMIN®  Steroid-Antihistamine  Compound  CAPSULES  • NEO-ARISTOCORT® 
Neomycin-Triamcinolone  Acetonide  0.1%  Eye-Ear  OINTMENT  Tubes  of  Vi  oz.  • ARISTO- 
CESIC®  Steroid-Analgesic  Compound  Capsules  * ARISTOCORT  Triamcinolone  Diacetate 
Parenteral  Vials  of  5 cc.  (25  mg./cc.  micron  ¡zed  for  intra-articular  and  intrasynovial  injection) 
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HUMAN  HYPERIMMUNE  GUOBULIN 

IN  TETANUS 

Report  of  a Case: 


Tetanus  still  constitutes  a major  medical 
problem  in  Puerto  Rico.  The  hazards  involv- 
ed in  the  administration  of  horse  serum  and 
the  relative  unavailability  of  the  less  dan- 
gerous bovine  antitoxin  have  heretofore 
handicapped  prophylaxis  and  management 
of  the  disease. 

Human  hyperimmune  tetanus  antitoxin 
has  proved  superior  to  its  counterpart  prod- 
ucts of  animal  origin  (1,  2,  3) . Not  only  does 
it  obviate  the  risk  of  potentially  fatal  ana- 
phylactoid or  other  untoward  reactions,  but 
its  use  is  followed  by  higher  and  more  sus- 
tained blood  levels  than  are  obtained  with 
the  heterologous  sera. 

The  following  case  report  illustrates  the 
use  of  human  hyperimmune  globulin  in  a 
tetanus  patient  sensitive  to  horse  serum  at 
the  San  Juan  City  Hospital. 

Case  Summary 

J.M.,  a 9 year  old  mulatto  boy,  was  ad- 
mitted to  the  San  Juan  City  flospital  on 
July  9,  1964,  with  the  history  that  two  weeks 
prior  to  admission  he  had  sustained  a pene- 
trating wound  to  the  left  foot  with  a nail. 
He  was  taken  to  a local  dispensary  w'here 

From  the  Department  of  Pediatrics,  San  Juan 
City  Hospital 


Jacqueline  Pagan  de  Rodriguez,  M.D. 

Aurea  I.  Muñoz,  M.D. 

he  received  a prescription  for  two  penicillin 
injections.  No  TAT  or  toxoid  was  ad- 
ministered. The  boy  had  received  3,000  units 
of  T.AT  about  three  months  previously 
because  of  a similar  lesion.  He  did  fairly 
well  until  the  day  prior  to  admission,  when 
he  developed  low-grade  fever,  restlessness 
and  neck  rigidity.  He  was  also  having  spastic 
contractions  of  the  upper  extremities.  No 
trismus  had  been  noticed. 

P.E.  on  admission  revealed  a well  develop- 
ed, well  nourished  boy  in  no  respiratory 
distress.  T-100°  F,  P.  100,  regular,  R.28.  Wt. 
— 49.5  #.  Trismus  and  a tendency  to  gen- 
eralized muscular  spasms  on  slight  stimula- 
tion were  noted.  The  wound  in  the  left  sole 
was  healing  well.  The  deep  tendon  reflexes 
were  markedly  hyperactive. 

The  TAT  skin  test  was  positive,  therefore 
desensitization  was  started  by  the  routine 
method.  Epinephrine  (1:1000)  0.3  cc  subcu- 
taneously and  benadryl  aq.  0.5  cc  IM  were 
administered  initially.  The  wound  was  de- 
brided.  Penicillin  800,000  U IM  q.  12  hrs., 
diazepam  (Valium-Roche)  10  mg  IM  q.  8 
hrs.,  and  phenobarbital  gr.  1 IM  q.  8 hrs. 
were  started. 

While  the  intravenous  T.\T  was  being 
administered  the  boy  developed  a generalized 
urticarial  eruption.  Tlie  solution  was  discon- 
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tinned  after  a total  of  22,000  U of  TAT  had 
been  given.  That  same  day  2500  U.  (ap- 
proximately 100  U/kilo)  of  tetanus  immune 
human  globulin  (Hyper-tet-Cutter)  * were 
administered  IM.  No  untoward  reaction  to 
this  medication  was  observed. 

Five  days  after  admission  the  boy  had 
improved  enough  to  start  taking  feedings  by 
mouth.  The  spasms  were  elicited  only  oc- 
casionally and  several  hours  after  sedation. 
Diazepam  and  phenobarbital  were  continued 
orally  in  the  same  doses.  By  the  eleventh 
hospital  day  the  patient  could  sit  in  bed  and 
feed  himself.  By  the  fifteenth  day  he  could 
walk  about  in  his  room.  At  this  time  the 
dosage  of  diazepam  was  decreased  to  5 mg. 
q.  8 hrs.  and  that  of  phenobarbital  to  gr. 
% q.  8 hrs.  Two  days  later  these  medications 
were  discontinued.  The  boy  was  discharged 
markedly  improved  nineteen  days  after  ad- 
mission. He  received  0.5  cc  tetanus  toxoid  be-' 
fore  discharge  and  the  immunization  was 
later  completed  in  clinic. 

Comment 

The  risk  of  complications  associated  with 
the  administration  of  heterologous  tetanus 
hyperimmune  serum  is  well  known.  The  in- 
cidence of  complications  after  prophylactic 
doses  of  horse  serum  is  estimated  to  be 
around  5 to  6%,  whereas  the  larger  doses 
used  in  treatment  may  give  rise  to  adverse 
reactions  of  varying  severity  in  nearly  one- 
half  of  the  cases  (4,  5,  6) . Besides  anaphylac- 
tic shock  and  serum  sickness,  there  may  be 
central  nervous  system  complications  such 
as  demyelinating  encephalomyelitis  and  the 
Guillain-Barré  syndrome. 

It  is  worth  mentioning  at  this  point  that 
the  procedure  of  “desensitizing”  a patient 

*Obtained  through  the  courtesy  of  the  Puerto 
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with  known  allergy  to  horse  serum  cannot 
be  salely  assumed  to  bring  about  any  sig- 
nilicant  desensitization,  and  probably  merely 
establishes  the  tolerance  level  of  the 
patient  (7). 

The  merits  oi  human  hyperimmune  glob- 
ulin in  the  jnophylaxis  of  tetanus,  though 
suggested  by  several  workers  in  the  past 
decade  (I’urner,  Stafford  and  Goldman, 
1954;  Smolens,  Stokes  and  Vogt,  1957), 
were  not  jtroperly  evaluated  until  the  last 
few  years  (1,  2).  These  studies  have  shown 
that  the  human  antitoxin  not  only  virtually 
eliminates  the  risk  of  foreign  protein  reaction 
but  also  persists  at  higher  levels  and  for  much 
longer  periods  of  time  than  the  heterologous 
after  passive  immunization.  The  latter  fact  is 
understandable  since  the  homologous  prod- 
uct is  treated  by  the  human  body  as  a nor- 
mal constituent  and  is  thus  eliminated  much 
less  rapidly.  Therefore,  the  human  antitoxin 
is  more  effective  unit  for  unit  than  the 
antibody  derived  from  other  species.  Rubbo 
and  Suro  recommend  a prophylactic  dose 
of  400  U of  human  hyperimmune  globulin 
for  adults  and  200  U for  children  (2).  These 
doses  will  give  serum  antitoxin  levels  of 
not  less  than  0.05  U/ml,  which  are  thought 
to  be  thoroughly  protective,  for  at  least 
fourteen  days. 

More  recently.  Nation  and  coworkers  (8), 
reported  their  experience  with  human  hy- 
perimmune globulin  in  the  treatment  of 
tetanus.  Like  the  alrove-mentioned  investiga- 
tors, they  used  antitoxin  prepared  from  the 
sera  of  actively  immunized  humans  by  the 
Gohn  ethanol  fractionation  method,  supplied 
by  the  Gutter  laboratories  (Hyper-tet).  It 
consists  of  165  + 15  mg  per  ml.  of  100% 
pure  gamma  globulin,  90%  of  which  is 
tetanus  immune  globulin.  This  antitoxin 
carries  no  risk  of  transmitting  viral  hepatitis. 
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With  doses  of  3,000  to  6,000  units  (a  range 
of  29  to  300  units  per  kilo,  with  no  difference 
in  effectiveness  noted  at  the  extremes) , their 
results  compared  favorably  with  their  prev- 
ious experience  and  that  of  others  using  much 
larger  doses  of  the  equine  product.  No 
hypersensitivity  reactions  were  observed  in 
any  of  their  twenty  patients. 

The  patient  reported  in  this  paper  re- 
ceived around  20,000  U of  TAT  before  the 
tetanus  immune  globulin  was  administered. 
We  believe  that  this  amount  of  TAT  is  too 
small  to  have  contributed  significantly  to 
the  successful  outcome  of  the  case. 

It  is  hoped  that  human  hyperimmune 
tetanus  globulin  will  largely  supplant  the 
heterologous  antitoxins  now  in  common  use. 

I 

I Summary 

! The  successful  use  of  human  hyperim- 
mune globulin  in  a tetanus  patient  sensitive 
to  horse  serum  is  reported.  The  literature  on 
the  use  of  human  antitoxin  in  the  prophy- 
laxis and  treatment  of  tetanus  is  briefly  re- 
vie\\ed. 

I Resumen 

•Se  informa  un  paciente  de  tétano,  sen- 
sible a suero  equino,  que  fue  tratado  satis- 
factoriamente con  globulina  hiperinmune 

, humana.  Se  repasa  brevemente  la  literatura 
referente  al  uso  de  antitoxina  humana  en 
la  profilaxis  y el  tratamiento  del  tétano. 
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THROMBOPHLEBITIS  OF  THORACIC  VEIN 
ASSOCIATED  WITH  SICKLE  CELL  TRAIT 


Julio  V.  Rivera,  M.  D.,  F.A.C.P. 


1 he  clinical  and  pathological  features  of 
thrombophlebitis  of  the  superficial  veins  of 
the  chest,  frequently  referred  to  as  Mondor’s 
Disease,  have  been  reviewed  in  several  publi- 
cations (1,  2,  3).  Among  the  various  con- 
ditions which  may  be  of  etiological  impor- 
tance are  listed  minor  surgical  procedures, 
pressure  by  brassieres,  adjacent  infections, 
“blood  dyscrasia”  (4)  and  leukemia  (1). 

We  have  recently  observed  a patient  in 
whom  thrombophlebitis  of  a lateral  thoracic 
vein  occurred,  who  exhibited  sickling  of  the 
erythrocytes.  As  it  is  likely  that  an  etiological 
relationship  exists,  it  is  considered  worthwhile 
to  record  this  case. 

Case  Report 

A 31  year  old  Negro  mason  was  admitted 
on  April  1,  1964  with  complaint  of  chest  pain. 
Three  weeks  before  admission  he  started  hav- 
ing mild  stabbing  pain  in  the  left  lower  an- 
terior aspect  of  the  chest.  Pain  gradually  in- 
creased in  intensity.  He  noted  it  was  ag- 
gravated by  local  pressure.  One  week  before 
admission  he  noted  a painful  cord  on  the  side 
of  the  chest,  below  the  axilla. 
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The  patient  had  usually  enjoyed  good 
health  and  he  was  physically  active.  His  only 
important  previous  illness  had  been  acute 
appendicitis  in  1955. 

There  was  no  history  of  anemia  or  jaun- 
dice in  his  family. 

Physical  examination  on  admission  showed 
a well  developed,  well  nourished  young  Negro 
who  measured  68  inches  and  weighed  160 
pounds.  His  arm  span  was  74  inches.  Tempe- 
rature was  99.4‘?F.,  pulse  84/minute  and  blood 
pressure  130/90  mm  Hg.  The  left  long  (late- 
ral) thoracic  vein  was  found  to  be  hardened 
and  tender  along  2 inches  of  its  course  below 
the  axilla.  There  was  no  axillary  lymphadeno- 
pathy  and  no  other  abnormal  veins  on  the 
chest  wall.  The  heart  and  lung  were  normal. 
There  was  no  hepatomegaly,  splenomegaly, 
pallor  or  jaundice. 

Hemoglobin  was  14.8  g/100  ml.;  hematocrit, 
44%;  erythrocytes,  5,100,000  per  cu.  mm.; 
leukocytes,  3,950  per  cu.  mm.;  neutrophils, 
36%;  lymphocytes,  58%;  monocytes,  4%; 
eosinophils,  2%.  Reticulocyte  count,  0.4%. 
Sickle  cell  preparation  was  positive  (80% 
sickling) . Hemoglobin  electrophoresis  showed 
hemoglobins  A and  S (Fig.  1).  Serum  bilirub- 
in was  0.6  mg.  total,  0.2  mg  conjugated  /lOO 
ml.  Urine  urobilinogen  was  0.6  Ehrlich  units 
in  2 hours.  Urinalysis  showed  acid  reaction, 
specific  gravity,  1.011  and  rare  erythrocytes 
in  the  sediment.  Fishberg  concentration  test: 
maximum  specific  gravity,  1.015.  Roentgeno- 
gram of  the  chest  was  normal. 
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Paper  electrophoresis  of  patient’s  hemoglobin 
run  simultaneously  with  known  samples  shows 
the  presence  of  two  components  corresponding 
to  A and  S hemoglobin. 

The  patient  remained  afebrile  during  the 
few  days  he  was  hospitalized.  As  the  diagnosis 
was  clear  we  did  not  feel  justified  in  doing 
a biopsy  of  the  involved  vein.  The  pain  de- 
creased with  salicylates.  When  re-examined 
in  August,  1964  the  affected  vein  was  no 
longer  hardened  or  painful. 

Discussion 

Thrombophlebitis  of  the  superficial  veins 
of  the  chest  is  a benign  self-limited  condition. 
Its  only  importance  lies  in  that  it  has  to  be 
differentiated  from  other  important  causes 
of  chest  pain  such  as  diseases  of  the  breasts, 
heart  and  lungs.  The  diagnosis  of  phlebitis 
should  usually  be  evident  after  careful  phy- 
sical examination. 

In  many  of  the  cases  previously  reported 
the  etiology  of  the  condition  remained  obs- 
cure. Local  factors  have  usually  been  thought 
to  be  causal  (1,  2,  3).  Only  occasionally 
have  associated  systemic  diseases  been  re- 
ported. One  case  each  of  lymphatic  leukemia 
(1)  and  purpura  (4)  who  also  had  Mondor’s 
disease  have  been  described.  In  one  case, 
not  reported  in  detail,  Cushing’s  disease  was 


present  (5).  It  is  interesting  to  note  that 
this  condition  has  not  been  found  to  occur 
in  ¡patients  with  polycythemia  or  other  hy- 
percoagulable  states.  Its  predominance  in 
the  female  sex,  which  is  also  characteristic 
of  phlebitis  of  other  sites,  may  be  related  to 
local  factors  such  as  the  effects  of  pregnancy 
and  lactation,  trauma  and  pressure  by  tight- 
fitting  underpinnings. 

Sickle  cell  disease  is  associated  with  in- 
creased viscosity,  stagnation  and  conglutina- 
tion of  the  blood  which  arc  the  basis  for  the 
occurrence  of  obstruction  of  venous  flow 
(6).  On  the  venous  side  of  the  circulation, 
where  desaturation  of  hemoglobin  is  more 
pronounced,  occlusions  occur  in  the  spleen, 
bones,  kidneys,  lungs  and  brain.  Although 
these  conditions  occur  most  often  in  sickle 
cell  anemia  they  are  also  seen  in  patients 
with  the  sickle  cell  trait.  Vascular  occlusions 
and  infarctions  of  all  these  organs,  identical 
to  those  characteristic  of  homozygous  sickle 
cell  disease,  have  been  reported  (7,  8).  Hy- 
posthenuria, which  is  characteristic  of  sickle 
cell  anemia  and  is  apparently  due  to  sickling 
in  the  capillaries  of  the  renal  medulla 
brought  on  by  hypertonicity  (9),  is  not 
infrequent  in  sickle  cell  trait  (10).  This 
finding  was  recorded  in  the  patient  subject 
of  this  report.  It  is  thus  likely  that  sicklemia 
may  have  been  contributory  to  the  develop- 
ment of  thrombophlebitis  in  this  patient. 

Although  the  race  of  some  of  the  patients 
reported  is  not  given,  review  of  the  literature 
does  not  suggest  that  sickle  cell  disease  is 
frequently  in  the  background  in  cases  of 
thrombosis  of  the  superficial  veins  of  the 
chest. 


Summary 

The  case  of  a 31  year  old  negro  male  in 
whom  thrombosis  of  the  long  thoracic  vein 
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was  associated  with  sickle  cell  trait  is  report- 
ed. A possible  etiolo^cal  relationship  is  sug- 
gested. 

Resumen 

Se  presentó  el  caso  de  un  paciente  negro 
de  31  años  de  edad  con  rasgo  falciforme  que 
desarrolló  trombosis  de  la  vena  torácica  la- 
teral. La  posible  relación  etiopatogénica  se 
discute. 
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INFUSION  CHEMOTHERAPY 
FOR  ADVANCED  MALIGNANCY 
OF  THE  HEAD  & NECK 
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Introduction 

Surgery  and  radiation  have  an  established 
place  in  the  treatment  of  cancer.  However, 
many  patients  have  far  advanced  malignancy 
when  first  seen,  for  which  only  supportive, 
symptomatic  treatment  is  possible.  Chemo- 
therapy is  a relatively  new  method  for  the 
treatment  of  these  otherwise  hopeless  patients. 
It  has  come  about  as  a natural  consequence 
of  the  development  of  antimetabolites. 

Chemotherapy  may  be  given  systemically 
or  regionally.  When  a chemotherapeutic 
agent  is  used  regionally,  it  may  be  given  by 
perfusion  or  infusion.  By  perfusion  it  is 
meant  that  the  arterial  and  venous  circul- 
ations to  a region  are  isolated  and  cannulated. 
The  cannulas  are  then  connected  to  a pump 
and  oxygenator  and  the  drugs  are  introduced 
into  the  system.  Systemic  spillage  through 
collateral  circulation  is  minimized  by  tour- 
niquets. In  infusion,  either  a vein  or  an 
artery  is  cannulated,  and  the  drug  is  given 
by  fractional  (1)  or  continuous  method  (2). 
With  certain  drugs  systemic  spillage  is  neu- 
tralized by  specific  antagonists.  Because  of 
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the  extensive  colláteral  venous  drainage  of 
the  head  and  neck,  the  infusion  method  is 
more  applicable  for  the  treatment  of  tumors 
in  this  region. 

In  1950  Klopp  et  al.  (1)  were  the  first 
to  attempt  regional  chemotherapy  using  frac- 
tional doses  of  intra-arterial  nitrogen  mus- 
tard. In  1958  Creech  (3)  popularized  isolat- 
ed limb  perfusion,  and  during  the  same 
year  Sullivan  et  al.  (2)  started  their  studies 
with  continuous  intra-arterial  infusion  with- 
out any  attempt  to  control  the  venous  return 
of  the  area,  at  the  same  time  protecting  the 
rest  of  the  body  with  antimetabolite  anta- 
gonists. Since  then  the  treatment  of  advanced 
carcinoma  with  drugs  administered  in  this 
manner  has  gained  widespread  interest. 

Since  the  chemotherapeutic  agents  used 
are  extremely  potent  and  their  efficacy,  side 
effects,  and  optimum  dosages  have  not  been 
definitely  established,  it  is  imperative  that 
a comprehensive  study  using  standardized 
methods  and  techniques  be  made.  The 
Veterans  Administration  has  the  facilities 
for  such  a study  on  a nationwide  basis,  to 
gather  reliable  data  from  a large  group  of 
patients  in  a short  period  of  time.  This  na- 
tionwide study  was  started  in  1961  under 
the  name  of  Infusion  Substudy,  Veterans 
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Administration  Surgical  Adjuvant  Cancer 
Chemotherapy  Group.  The  present  report 
represents  the  experience  of  the  VA  Hospital, 
San  Juan,  P.  R.,  as  a member  of  the  Na- 
tional Cooperative  VA  Study. 

Mechanism  of  action  of  drugs  (4) 

Methotrexate:*  Methotrexate  inhibits  the 
reduction  of  folic  acid  to  the  coenzyme  form, 
tetrahydrofolic  acid,  which  is  needed  for  the 
formation  of  desoxyribosenucleic  acid,  citro- 
vorum  factor  neutralizes  the  action  of  Metho- 
trexate by  supplying  an  excess  of  folinic  acid, 
more  than  can  be  acted  upon  by  the  limited 
amount  of  Methotrexate. 

5-Fluorodeoryuridine  (5  - FUDR)  :** 
This  product  inhibits  the  enzyme  thimidylate 
synthetase  needed  for  the  production  of 
thimidylic  acid,  which  in  turn  is  essential  for 
the  synthesis  of  desoxyribosenucleic  acid. 
Thus,  its  action  is  basically  similar  to  Metho- 
trexate while  its  mechanism  is  directed  to  in- 
hüjit  a different  substance. 

Technique  for  Intra-Arterial  Infusion  (2) 

Infusion  for  carcinoma  of  the  head  and 
neck  is  performed  through  the  external 
carotid  artery.  This  artery  can  be  cannulated 
directly,  or  through  a branch  such  as  the 
superficial  temporal  or  the  superior  thyroid 
artery.  We  have  used  all  these  avenues  in 
our  patients,  but  prefer,  where  possible,  to 
use  the  superficial  temporal  artery  because 
of  the  simplicity  of  the  technique. 

If  the  superficial  temporal  artery  is  satis- 
factorily catheterized,  the  tube  is  threaded 


* Brand  of  Amethopterine,  manufactured  by 
Lederle  Laboratories  and  supplied  to  us  by 
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••  Manuf cultured  by  Hoffman  La  Roche  Inc. 
and  supplied  to  us  by  the  National  Institute 
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proximally  to  about  2 cm.  above  the  carotid 
bifurcation  and  1 ml.  of  5%  fluorescein  dye 
is  rapidly  injected.  This  will  produce  in  a few 
seconds,  under  an  ultraviolet  lamp,  a green- 
ish discoloration  of  the  area  supplied  by  the 
artery.  The  tumor  area  should  be  visualized 
to  confirm  that  its  blood  supply  is  derived 
from  the  catheterized  vessel.  The  sclera  of 
the  ipsilateral  eye  should  not  show  the  green- 
ish discoloration.  If  it  does,  this  means  there 
is  spillage  into  the  internal  carotid  artery 
and  the  catheter  should  be  repositioned. 
If  chemotherapeutic  agents  are  infused  into 
the  internal  carotid  artery,  serious  side  ef- 
fects may  ensue.  If  the  catheter  cannot  be 
threaded  down  the  superficial  temporal  ar- 
tery, the  external  carotid  artery  is  catheteriz- 
ed through  a separate  skin  incision  made 
over  the  carotid  bulb.  The  artery  is  entered 
directly  or  through  the  origin  of  the  superior 
thyroid  artery,  just  distal  to  the  carotid  bi- 
furcation. The  fluorescein  technique  is  not 
required  then,  since  the  tip  of  the  catheter  is 
positioned  under  direct  control.  In  each  case 
the  catheter  is  secured  with  silk  to  the  ves- 
sels to  prevent  displacement.  The  catheter 
is  then  connected  by  means  of  a special 
intra-arterial  set*  to  a two  bottle  system  and 
the  fluid  is  propelled  under  pressure  with 
the  aid  of  a Bowman  pump**.  Fig.  1 

The  proper  dosage  of  the  drug  is  admi- 
nistered in  bottles  of  1000  cc  5%  glucose  in 
water  at  a rate  of  approximately  one  liter 
per  twenty-four  hours.  The  bottles  are  cover- 
ed with  aluminun  coated  paper  bags  to  ex- 
clude light  and  prevent  deterioration  of  the 
drug.  Special  care  must  be  taken  that  the 


* Intra-arterial  set.  Sterile,  Pyrogen  Free, 
supplied  by  Abbott  Laboratories,  North  Chi- 
cago, Illinois. 

**  Manufactured  by  Process  and  Instruments 
Co.,  15  Stone  Ave.  Brooklyn,  N.  Y. 
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Fig.  1 : Patient  receiving  unilateral  Metho- 
trexate infusion.  Note  tandem  bottle  system 
and  peristaltic  infusion  pump. 


entire  system  is  free  of  air  bubbles  to  avoid 
the  serious  complication  of  air  embolization. 

Unilateral  infusions  are  most  commonly 
used,  but  in  tumors  extending  beyond  the 
midline  a bilateral  infusion  is  necessary. 
Daily  erythrocyte,  leukocyte  and  platelet 
counts  are  obtained  and  other  laboratory 
studies  are  performed  where  necessary. 

Dosages  (2) 

Methotrexate  is  given  in  a dose  of  50  mg. 
per  day  for  one  week,  or  less  if  toxicity  oc- 
curs. Where  bilateral  infusion  is  performed, 
25  mg.  per  day  is  given  to  each  side.  Its 
antagonist,  citrovorum  factor,  is  given  intra- 
muscularly 6 mg.  every  6 hours.  5-FUDR  is 
given  in  a dosage  of  0.5  mg.  to  1 mg.  per 
kgm.  per  day  for  approximately  one  week. 
Where  improvement  obtains,  chemotherapy 
may  be  repeated  at  interval  of  three  to  four 
.weeks. 

Complications  (5,6,7) 

Complications  may  be  primarily  due  to 
the  infusing  equipment  or  they  may  be 
secondary  to  the  drug  being  administered. 
(Table  I,  II) 
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TABLE  I 

COMPLICATIONS 
OF  INFUSING  EQUIPMENT 

A.  Technical  and  Mechanical 

1.  Occlusion  of  catheter. 

2.  Catheter  kinkage  or  blockage  with 
motion  of  patient’s  neck. 

3.  Catheter  displacement. 

4.  Bleeding  from  site  of  artery  cathete- 
rization. 

5.  Leakage  from  site  of  catheterization. 

6.  Leakage  from  one  of  the  various  con- 
nections of  the  infusion  tubes. 

B.  Due  to  Presence  of  Catheters 

1.  Thrombosis  of  catheterized  artery, 
with  or  without  embolization. 

2.  Air  embolization. 

3.  Infections  at  site  of  catheterization. 

TABLE  II 

COMPLICATIONS  OF  INFUSATE 

A.  Local  and  Regional 

1.  Erythema  and  edema. 

2.  Dermatitis 

3.  Mucositis 

4.  Ulceration  of  buccal  cavity. 

5.  Alopecia 

6.  Hemorrhage  from  tumor  site  due  to 
slough. 

7.  Extravasation  of  drugs  — necrosis  of 
tissues. 

8.  Salivary  gland  inflammation  and  ne- 
crosis. 

9.  Nerve  palsies. 

10.  Cerebrovascular  accidents. 

B.  Systemic 

1.  Anorexia,  malaise,  nausea  and  vomit- 
ing. 

2.  Gastroenteritis,  enterocolitis. 

3.  Bone  marrow  depression. 

4.  Chemical  hepatitis. 
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Most  complications  are  of  a transitory 
nature  anti  subside  soon  after  the  drug  is 
discontinued.  Alopecia  usually  lasts  many 
months  and  may  he  jtermanent.  Central  ner- 
vous system  com])lications,  on  the  other  hand, 
are  usually  permanent  and  may  be  fatal.  If 
the  infusing  catheter  is  correctly  placed,  these 
are  very'  rare.  Recently  we  had  a patient  who 
developed  a right-sided  hemiplegia  which 
completely  disappeared  in  two  weeks  follow- 
ing cessation  of  infusion. 

Case  Reports  - Methotrexate 

1 — N.C.:  This  35  year  old  female  was  ad- 
mitted to  the  Oncologic  Hospital  on  15  April 
19G3  with  a cylindroma  of  the  left  antrum 
which  extended  to  the  left  orbit  and  skin  of  the 
left  side  of  the  face.  Fig.  2. 

She  had  previously  been  operated  upon  but 
the  tumor  recurred.  During  April-May  1963 
she  received  4050  Roentgens  to  the  involved 
areas  and  at  the 'same  time  was  treated  with 
Methotrexate,  receiving  300  mg.  through  the 
left  external  carotid  artery.  From  then  on 
she  improved  and  when  last  seen  in  Novem- 
ber 1964  she  was  free  of  disease.  Fig.  3 

Comment;  This  patient  had  extensive  in- 
filtrative tumor  when  infused.  Since  external 
radiation  was  given  simultaneously,  it  is 
impossible  to  know  how  much  of  the  impro- 
vement was  due  to  Methotrexate. 

2—  A.C.:  N9  A-11852:  This  42  year  old 
male  was  admitted  to  the  VA  Hospital  on  23 
July  1963  with  an  ulcerated,  poorly  different- 
iated squamous  cell  carcinoma  of  the  left  ton- 
sillar fossa  with  bilateral  cervical  metastasis. 
He  received  125  mg.  of  Methotrexate  through 
the  left  external  carotid  artery  and  225  mg. 
through  the  right.  There  was  no  demonstrable 
palliation  and  subsequently  the  patient  receiv- 
ed external  radiation.  He  expired  of  his  disease 
in  July  1964. 

Comment;  The  patient  received  an  ade- 
quate dose  of  Methotrexate  without  benefit. 


Fig.  2:  Patient  with  extensive  infiltrative  cyl- 
indroma. Note  deep-seated  ulceration  and  hone 
destruction. 


Fig.  3:  Profile  18  months  after  combined  ex- 
ternal radiation  and  chemotherapy. 


3 —  H.E.  N*?  A-7356:  This  33  year  old  male 
was  admitted  to  the  VA  Hospital  on  15  May 
1963  with  a squamous  cell  carcinoma  of  the 
right  tonsillar  area  with  right  cervical  me- 
tastasis. He  had  received  100  mg.  of  Metho- 
trexate through  the  right  external  carotid  ar- 
tery when  the  infusion  had  to  be  discontinued 
on  the  second  day  because  of  marked  local  tis- 
sue reaction,  high  fever,  right  facial  nerve 
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palsy  and  pancytopenia.  Radical  excision  with 
neck  dissection  was  then  performed  and  ten 
months  later  a left  lower  lobectomy  was  per- 
formed for  metastasis.  He  expired  with  ad- 
vanced carcinomatosis  on  6 Augxist  1964. 

Comment:  We  were  unable  to  complete 
the  course  of  Methotrexate  because  of  un- 
usually severe  local  and  systemic  toxic  reac- 
tions. 

4—  F.L.S.  N9  A-12433:  This  52  year  old 
male  was  admitted  to  the  VA  Hospital  on  12 
November  1963  with  an  extensive  squamous 
cell  carcinoma  of  the  right  tonsillar  area  in- 
vading the  soft  palate  and  right  pyriform 
sinus.  He  received  225  mg.  of  Methotrexate 
through  the  right  external  carotid  artery  and 
150  mg.  through  the  left.  There  was  no  evi- 
dence of  palliation.  On  18  June  1964  he  expir- 
ed at  another  hospital  from  aspiration  pneu- 
monia while  receiving  external  radiotherapy. 

Comment:  There  was  no  palliation  after 
an  adequate  dose  of  Methotrexate. 

5 — E.M.  N*?  0-5440:  This  69  year  old  male 
was  admitted  to  the  VA  Hospital  on  12  Fe- 
bruary 1964  with  a squamous  cell  carcinoma 
of  the  left  upper  posterior  gingiva  and  adja- 
cent hard  palate.  He  received  400  mg.  of  Metho- 
trexate through  the  left  external  carotid  art- 
ery without  palliation.  This  was  followed  by 
local  excision  and  cervical  lymph  node  biopsy. 
The  lymph  node  biopsy  was  positive  for  metas- 
tatic tumor  and  a left  radical  neck  dissection 
was  performed  followed  by  external  radiation. 
He  expired  of  his  disease  on  11  July  1964. 

Comment:  An  adequate  dose  of  Metho- 
trexate gave  no  serious  side  effects  but  again 
no  palliation  was  obtained. 

6 — E.R.  N*?  A-9838:  This  71  year  old  male 
was  admitted  to  the  VA  Hospital  on  27  No- 
vember 1962  with  a squamous  cell  carcinoma 
of  the  base  of  the  tongue  localized  to  the  left 
of  the  midline.  He  received  100  mg.  of  Metho- 
trexate through  the  left  external  carotid  artery 
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in  two  days,  when  the  catheter  was  accidental- 
ly dislodged  by  the  patient.  One  month  later 
he  underwent  a left  radical  neck  dissection 
for  metastasis  followed  by  external  radio- 
therapy. On  10  February  1963  the  patient 
expired  elsewhere  due  to  aspiration  pneumo- 
nia. 

Comment:  A course  of  chemotherapy 
was  not  completed  because  of  accidental 
removal  of  the  catheter. 

7. — F.R.  N^  A-11404;  This  78  year  old  male 
was  admitted  to  the  VA  Hospital  on  9 April 
1963  with  an  ulcerated  squamous  cell  carcino- 
ma of  the  left  tonsillar  area  for  which  he  had 
received  previous  external  and  interstitial  ra- 
diation. He  refused  surgery  and  was  then 
treated  with  Methotrexate  through  the  left 
external  carotid  artery,  but  in  less  than  24 
hours  the  infusion  had  to  be  discontinued  be- 
cause of  infiltration  and  severe  local  reaction. 
Two  weeks  later  he  received  300  mg.  of  Metho- 
trexate through  the  same  artery  with  minimal 
side  effects.  Since  then  the  patient  has  been 
essentially  asymptomatic  and  when  last  seen  in 
October  1964  he  was  clinically  free  of  disease. 

Comment:  The  side  effects  following  the 
first  infusion  were  probably  due  to  extra- 
vasation of  the  drug.  The  patient  experien- 
ced a remarkable  response  to  Methotrexate 
in  spite  of  the  fact  that  he  had  previously  re- 
ceived interstitial  and  external  radiation 
therapy. 

8—  P.R.G.  N*?  A-11494:  This  42  year  old 
male  was  admitted  to  the  VA  Hospital  on  2 
May  1963  with  a large  exophytic  squamous 
cell  carcinoma  of  the  right  tonsillar  area  and 
adjacent  base  of  the  tongue.  He  received  200 
mgm.  of  Methotrexate  through  the  right  ex- 
ternal carotid  artery  and  162  mg.  through  the 
left.  Side  effects  were  severe,  consisting  of’ 
marked  regional  pain  and  swelling,  stomatitis, 
mucositis  and  bilateral  parotitis.  Since  no  pal- 
liation was  observed  he  then  received  4500 
Roentgens  of  external  radiation,  which  pro- 
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duced  temporary  reduction  of  the  tumor  mass. 
He  expired  on  16  February  1964  due  to  ad- 
vanced carcinoma. 

Comment:  This  patient  had  no  palliation 
from  Methotrexate  but  some  improvement 
was  obtained  with  radiotherapy. 

9. — C.V.  A-7909:  This  67  year  old  male 

was  hospitalized  on  5 March  1961  with  an  e.xo- 
phytic,  ulcerated  squamous  cell  carcinoma  or- 
iginating at  the  left  border  of  the  base  of  the 
tongue  with  extension  to  the  left  tonsillar  area. 
He  was  treated  with  external  and  interstitial 
radiation  followed  by  left  radical  neck  dis- 
section on  6 February  1962.  On  1 June  1962 
the  patient  was  readmitted  with  recurrence 
in  the  left  tonsillar  area  and  received  210  mg. 
of  Methotrexate  through  the  left  external  ca- 
rotid artery.  The  lesion  decreased  in  size.  One 
month  later  a second  course  of  116  mg.  of 
Methotrexate  was  administered  and  in  April 

1963  he  received  further  interstitial  radiation. 
When  last  seen  on  24  October  1964  he  had 
persistent  disease  localized  to  the  left  tonsil- 
lar area,  left  lower  gingiva  and  left  mandible 
without  evidence  of  distant  metastasis. 

Comment:  This  patient  has  had  adequate 
palliation  for  almost  two  years  on  combined 
treatment  with  Methotrexate  and  radiation. 

5 FUDR 

1 — G.A.  N*?  0-7958:  This  78  year  old  male 
was  admitted  to  the  VA  Hospital  on  24  July 

1964  with  a large,  poorly  differentiated  ep- 
idermoid carcinoma  of  the  entire  base  of  the 
tongue  and  left  cervical  metastasis.  He  receiv- 
ed 205  mg.  of  5-FUI)R  therapy  through  the 
right  external  carotid  artery  and  95  mg. 
through  the  left.  Complications  were  mini- 
mal. There  was  no  evidence  of  palliation  and 
he  was  then  treated  with  radiotherapy. 

Comment:  This  patient  did  not  receive 
an  adequate  dose  through  the  left  side,  where 
the  bulk  of  the  tumor  was  located.  Since  no 
effect  w'as  noted  on  the  right  side,  a second 
course  was  not  considered. 


2 — C.M.  N*?  0-12846:  This  72  year  old  male 
was  admitted  on  9 July  1964  with  an  ulcer- 
ated epidermoid  carcinoma  of  the  right  base 
of  the  tongue  with  extension  across  the  mid- 
line. He  received  215  mg.  of  5 FUDR  through 
the  right  external  carotid  artery  and  85  mg. 
through  the  left,  with  minimal  side  effects.  A 
second  course  of  therapy  was  started  two 
weeks  later.  In  less  than  24  hours  after  com- 
mencement of  the  second  course,  a right  he- 
miplegia developed  and  the  infusion  was  dis- 
continued. He  was  discharged  from  the  hos- 
pital two  weeks  later  without  palliation.  On 
the  last  visit  on  26  October  1964  be  had  fully 
recovered  from  the  cerebrovascular  accident. 
The  tumor  has  slowly  increased  in  size  and 
is  causing  him  considerable  discomfort.  A feed- 
ing gastrostomy  was  subsequently  perform- 
ed. 

Comment:  This  patient  had  an  adequate 
dose  of  5-FUDR  without  palliation.  He  has 
had  a complete  recovery  from  the  cerebro- 
vascular accident. 

Discussion 

Thus  far  we  have  treated  eight  males  and 
one  female  with  Methotrexate  and  two  male 
patients  with  5-FUDR.  The  malignancies 
treated  with  Methotrexate  were  as  follows: 

(a)  five  primary  carcinomas  of  the  ton- 
sillar area.  One  of  these  had  ipsilateral  cer- 
vical metastasis  and  a second  patient  had 
bilateral  cervical  metastasis;  (b)  two  primary 
carcinomas  of  the  base  of  the  tongue,  without 
clinical  metastasis:  (c)  one  primary  car- 
cinoma of  the  left  upper  gingiva  without 
clinical  metastasis:  and  (d)  one  primary 
cylindroma  of  the  left  antrum  without  clinical 
metastasis.  Both  patients  treated  with  5- 
FUDR  had  the  primary  tumor  at  the  base  of 
the  tongue,  one  with  ipsilateral  cervical  me- 
tastasis. 

.Among  patients  treated  with  Methotre- 
xate there  are  two  living  without  evidence 
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of  clinical  disease  for  over  I/2  years,  and 
one  patient  living  with  persistent  disease 
2/2  years  following  infusion. 

It  is  obvious  that  the  chemotherapeutic 
agents  currently  available  are  not  the  answer 
to  these  patients’  sorry  plight  (8) . The  In- 
fusion Study  Group  will  be  kept  together 
and  promising  new  drugs  will  be  tested  as 
they  are  made  available  in  the  hope  that 
an  effective  agent  is  found.  Hydroxyurea* 
and  Velban**  are  currently  being  tested.  In 
the  meantime  the  methodology  is  constantly 
being  improved. 

Summary 

We  have  described  briefly  the  method 
used  at  our  institution  for  the  intra-arterial 
infusion  of  chemotherapeutic  agents  in  the 
treatment  of  patients  with  advanced  carci- 
noma of  the  head  and  neck,  and  our  results 
thus  far.  The  mode  of  action  of  Methotrexate 
and  5-Fluorodeoxyuridine  and  their  recom- 
mended dosages  have  been  outlined.  Em- 
phasis has  been  made  on  the  numerous  side 
effects  and  toxic  reactions  of  these  drugs  and 
the  meticulous  technique  that  has  to  be  fol- 
lowed to  avoid  these. 

Resumen 

Hemos  presentado  el  método  usado  en 
nuestra  institución  para  hacer  infusiones  in- 
tra-arteriales  con  agentes  quimioterapéuticos 
en  el  tratamiento  de  pacientes  con  cáncer 
avanzado  de  la  cabeza  y cuello.  Además 
presentamos  nuestros  resultados  hasta  el  pre- 
sente. El  mecanismo  de  acción  tanto  de 
“Methotrexate”  como  de  “5-Fluorodeoxy- 
uridine”  y la  ¡nosología  han  sido  descritos 

* Manufactured  by  Squibb  Laboratories  as 

“ Hydrea” . 

**  Manufactured  by  FJIi  Lilly  and  Company. 
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brevemente.  Se  ha  hecho  énfasis  en  los  nu- 
merosos efectos  nocivos  de  estas  drogas  y la 
técnica  tan  meticulosa  necesaria  para  evi- 
tarlos. 
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SERUM  COPPER 
IN  MYOCARDIAL  INFARCTION 


Our  interest  in  the  metabolism  of  copper 
dates  back  to  1957  when  we  studied  blood 
and  serum  copper  in  217  apparently  healthy 
Puerto  Rican  people,  as  well  as  in  45  pa- 
tients, 50  cows,  47  pigs  and  19  sheep  and 
goats.  ( 1 ) Blood  and  serum  levels  of  copper 
in  apparently  healthy  individuals  were  found 
to  be  lower  than  those  reported  for  conti- 
nental U.  S.  A.  (2)  Our  averages  for  serum 
copper  were  76.6  mcgm.  percent  for  men 
and  83.6  mcgm.  percent  for  women.  In  217 
healthy  subjects,  there  were  35  (16  percent) 
\vith  serum  copper  values  below  50  mcgm. 
percent.  The  highest  value  observed  in  men 
was  160  mcgm.  while  that  in  women  was 
226  mcgm.  percent. 

According  to  Underwood,  (2)  the  normal 
range  of  copper  in  the  blood  for  men,  pigs, 
rats,  dogs,  sheep,  cattle  and  whales,  may 
be  set  at  about  50  to  180  mcgm.  percent, 
but  a high  proportion  of  values  lies  between 
80  to  120  mcgm.  with  an  over  all  mean  not 
very  far  from  100  mcgm.  percent.  Our 
studies  revealed  similar  normal  levels  for 
serum  copper  in  swine  and  sheep,  but  a 
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definitely  lower  level  of  the  element  in  the 
blood  of  cattle. 

In  the  study  of  some  pathological  states 
w'e  found  hypercupremia  in  Hodgkin’s  dis- 
ease and  chronic  leukemia.  Normal  values 
were  obtained  in  hypochromic  anemias,  as 
well  as  in  pernicious  anemia,  sprue  in  remis- 
sion and  peptic  ulcer.  Rather  low  levels  oc- 
curred in  acute  sprue.  Definite  hypocupremia 
was  observed  in  myxedema. 

We  postulated  that  the  lower  levels  in 
serum  copper  that  we  encountered  could 
well  be  explained  by  the  fact  that  the  richest 
sources  of  copper,  such  as  nuts,  dried  leg- 
umes, dried  fruits  and  leafy  vegetables  such 
as  cauliflower  and  celery,  are  rarely  consum- 
ed by  native  Puerto  Ricans,  and  by  the  fact 
that  beef  from  local  slaughter-houses,  as  well 
as  some  of  the  potable  water,  might  be  low 
in  copper. 

Our  interest  at  that  time  was  mainly 
centered  on  the  possible  relation  between 
hypocupremia  and  anemia  in  Puerto  Rico. 
The  possible  relation  between  copper  met- 
abolism and  cardiovascular  disease  was  not 
investigated  so  that  not  a single  case  of 
heart  disease  was  included  in  our  previous 
studies. 

Recent  experimental  and  clinical  expe- 
riences seem  to  suggest  that  copper  may  play 
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a role  in  coronary'  atherosclerosis  and  in  the 
production  of  other  cardiovascular  and 
myocardial  lesions.  (3,  4,  5,  6,  7,  8,  9,  10,  11) 

Because  our  previous  studies  had  shown 
a lower  serum  level  of  copper  in  our  healthy 
population,  and  because  age  specific  mortal- 
ity rate  due  to  coronary  heart  disease  is 
apparently  lower  in  Puerto  Rico  than  in 
continental  U.S.A.  (where  blood  and  serum 
copper  levels  are  higher)  we  thought  that 
determinations  of  serum  copper  and  serum 
cholesterol  levels  in  patients  suffering  from 
cardiovascular  diseases  may  be  pertinent  in 
the  study  of  the  obscure  problem  of  ather- 
ogenesis. 

Materials  and  Methods 

A total  of  100  cases  of  cardiovascular  dis- 
eases from  the  Uni/ersity  Hospital  and  Hos- 
pital Mimiya  were  studied.  There  were  80 
men  and  20  women;  90  were  white  and  10 
were  colored.  Ages  varied  between  27  and  82 
years  with  a mean  of  62  years.  The  youngest 
man  was  27,  the  eldest  82,  with  an  average 
age  of  62  years.  In  women,  the  age  ranged 
between  40  and  75  with  an  average  of  63 
years. 

In  this  series  there  were  85  cases  of  unequi- 
vocal coronary  thrombosis  with  acute  myo- 
cardial infarction,  6 cases  of  arteriosclerotic 
heart  disease,  2 of  them  showing  auricular 
fibrillation  and  2 complaining  of  angina 
pectoris,  5 cases  of  hypertensive  cardiovascular 
disease,  1 case  of  rheumatic  heart  disease  and 
3 cases  diagnosed  simply  as  senility. 

The  diagnosis  of  myocardial  infarction  was 
established  by  the  presence  of  a clinical  history 
supported  by  electrocardiographic  data,  vec- 
torcardiographic  data  and  or  significant  eleva- 
tion of  enzymes  such  as  serum  oxaloacetic 
transaminase  and  serum  lactic  dehydrogenase. 

For  the  determination  of  serum  copper  we 
followed  the  same  method  used  in  our  previous 
! studies.  (1)  It  is  a spectrophotometric  adapta- 
i tion  based  on  the  methods  and  modifications 
I of  Warburg  (1927),  Callan  and  Henderson 


(1929),  Locke,  Main  and  Rosbash  (1932), 
Tomsett  (1934),  Sachs,  Levine-Andersen  and 
Schmit  (1941)  and  Cartwright,  Jones  and 
Wintrobe  (1946).  (12)  In  this  method  copper 
reacts  with  sodium  diethyldithiocarbamate  to 
form  a golden  brown  copper  salt,  and  pyro- 
phosphate is  utilized  to  eliminate  interference 
by  iron.  The  color  produced  by  normal  amounts 
of  copper  is  too  pale  to  permit  accurate  meas- 
urement in  the  range  of  greatest  importance 
and  therefore  a known  amount  of  copper  is 
added  to  the  unknown  to  enhance  color  inten- 
sity. Extraction  with  amyl  alcohol  further 
concentrates  and  intensifies  the  color.  Den- 
ham used  a colorimetric  method  employing 
sulfonated  bathocupreine  which  he  claimed 
gave  consistent  and  reproducible  result.  (4) 
Bloor’s  method  was  used  for  the  determination 
of  serum  cholesterol. 

Results 

The  group  of  85  cases  of  myocardial  in- 
farction consisted  of  66  men  and  19  women. 
In  men,  serum  copjDer  levels  ranged  between 
30  and  122  mcgm.  percent  with  an  average 
of  79  mcgm.  In  women,  it  ranged  between 
50  and  145  mcgm.  with  an  average  of  89 
mcgm.  percent.  It  is  interesting  to  note  that 
37  of  the  85  cases  (43%)  show'ed  serum 
copper  level  below  76.6  mcgm.  ]3crcent. 

In  the  small  group  of  15  cases  suffering 
from  various  forms  of  heart  disease  serum 
copper  concentration  varied  between  61  to 
122  mcgm.  percent  with  an  average  of  92 
mcgm.  percent. 

Serum  cholesterol  in  the  group  of  66  men 
suffering  from  myocardial  infarction  ranged 
from  175  to  379  mg.  ]X'icent  with  a mean 
of  266  mg.  percent,  while  in  19  women 
with  myocardial  infarction  it  rangi'd  from 
163  to  3.50  mg.  ¡jercent  with  an  average  of 
267  mg.  percent.  Only  21  of  85  patients 
(24%)  revealed  a serum  cholesterol  level 
below  250  mg.  percemt. 
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Both  serum  copper  and  serum  cholesterol 
levels  were  slightly  higher  in  women  than 
in  men. 

Serum  copper  concentration  of  patients 
suffering  from  acute  myocardial  infarction 
was  slightly  higher  than  that  of  apparently 


healthy  Puerto  Rican  people  of  the  same  age 
group  as  previously  reported  by  us.  The  dif- 
ference between  the  two  groups  is  minimal  | 
and  apparently  not  statistically  significant. 

(Fig-  1) 
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Fig.  1 — Average  serum  copper  levels  in  pa- 
tients with  acute  myocardial  infarction  as 
compared  to  normals  in  the  same  age  groups. 


Discussion 

Copper  is  an  essential  constituent  of  living 
organisms.  The  body  of  an  adult  human 
being  contains  about  100  to  150  mg.  of 
copper.  (14)  Ninety  percent  of  this  is  con- 
tained in  muscle,  liver  and  bone. 

Most  of  the  copper  in  the  plasma  is  as- 
sociated with  the  alpha-2-globulin  cerulo- 
plasmin. (15)  Highly  purified  proteins 
containing  copper  have  been  obtained  from 
the  liver,  brain  and  human  milk.  A number 
of  enzymes  containing  copper  are  also  recog- 
nized such  as  cytochrome  oxidase  in  most 
cells,  tyrosinase  in  pigmented  tissues  and 


beta-mercaptopyruvate  trans-sulfurase  in  the 
liver,  kidneys,  muscle-  and  erythrocytes. 

Serum  copper  tends  to  increase  in  preg- 
nancy (16),  with  the  administration  of  es- 
trogens (17),  in  severe  thyrotoxicosis  (18), 
biliary  cirrhosis,  acute  and  chronic  infec- 
tions, viral  and’ bacterial  diseases  (19),  lep- 
rosy (20,  collagen  disorders  (21),  lympho- 
matous  diseases  (22),  portal  cirrhosis  (23), 
metastatic  malignancies  (24),  etc. 

Shields  and  collaborators  (3)  reported 
distinctive  cardiovascular  lesions  in  copper 
deficient  swine.  They  consisted  of  internal 
splits  and  fissures,  ruptured  papillary  muscles, 
dissecting  coronary  hemorrhages  and  histol- 
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ogic  defects  of  the  vascular  elastic  tissue 
with  interlaminar  deposit  of  a material 
staining  variably  like  acid  mucopolysac- 
charide or  elastin.  Tensile  strength  of  the 
aorta  was  markedly  reduced  in  deficient 
pigs  and  the  myocardium  became  abnormally 
friable.  These  lesions  were  not  prevented  in 
7 animals  given  a supplement  of  minerals 
and  vitamins.  The  authors  concluded  that 
copper  is  needed  to  maintain  structural 
elements  of  the  heart  and  arteries  in  swine. 
No  such  lesions  have,  ás  yet,  been  described 
in  human  beings. 

Coulson  and  Carnes  (7)  found  that  tensile 
strength  of  the  aorta  of  copper-deficient 
swine  showed  a 4-fold  reduction  as  compar- 
ed with  that  of  normal  controls.  The  same 
authors  reported  (10)  that  in  11  of  29 
swine  reared  from  birth  on  a copper  deficient 
diet,  death  was  traceable  to  coronary  artery 
disease.  Myocardial  infarction  or  massive 
subepicardial  or  myocardial  hemorrhages 
were  often  found. 

The  gross  lesions  observed  by  Carlton  and 
Henderson  (9)  in  young  chickens  deprived 
of  copper  included  massive  abdominal  hem- 
orrhages and  hemopericardium.  The  latter 
were  due  primarily  to  the  development  of 
dissecting  aneurysms  that  were  secondary  to 
degenerative  alterations  in  the  tunica  media. 
Supplementation  of  the  ba.sal  diet  with 
ascorbic  acid  did  not  reduce  the  incidence 
of  arterial  rupture. 

In  human  beings,  on  the  other  hand, 
\’allee  (4)  reported  an  elevation  of  serum 
co])per  concentration  after  myocardial  infarc- 
tion. The  rise  was  reported  to  occur  on  the 
second  or  third  day  after  infarction,  reach- 
ing maximum  levels  on  the  fifth  to  the 
eleventh  day  and  returning  to  nonnal  within 
several  weeks. 


Denham  (5)  also  reported  a higher  serum 
copper  concentration  in  patients  with  history 
of  myocardial  infarction  than  in  controls. 
The  level  for  the  former  was  138  + 26 
megm.  percent  while  in  controls  it  was  only 
126  + 22  megm.  percent.  His  figures  seem 
to  be  statistically  significant  at  P <0.01. 

Denham  claimed  that  the  serum  copper 
concentration  may  aid  in  identifying  coro- 
nary-prone individuals  and  that  lowering  of 
the  serum  copper  level  by  dietary  or  chemical 
means  may  decrease  the  probability  of  sub- 
sequent development  of  clinical  coronary 
atherosclerosis. 

It  is  a well  known  fact  that  the  copper 
globulin  complex  (ceruloplasmin)  acts  as 
an  oxidase  and  is  involved  in  the  normal 
process  of  pigmentation,  keratinization, 
osteogenesis  and  hemopoiesis.  It  is  also 
involved  in  the  maintenance  of  the  integrity 
of  the  nervous  system. 

The  hypothesis  has  also  been  raised  that 
since  copper  is  a good  lipid  oxidation  catalyst, 
the  oxidative-polymerization  of  lipids,  both 
in  serum  and  in  arterial  deposits,  possibly 
by  acting  as  tissue  irritants,  may  be  involved 
in  the  initiation  and  development  of  atheros- 
clerosis. 

Another  possible  relation  of  copper  to 
atherosclerosis  has  been  suggested  by  the 
observation  that  the  mortality  rate  from 
coronary  artery  disease  in  a population  tends 
to  increase  with  increasing  softness  of  the 
drinking  water.  The  copper  level  of  drinking 
water  tends  to  increase  with  increasing 
softness. 

Although  the  previous  hypothesis  has  not 
been  either  corroborated  or  eliminated,  we 
may  say  that,  on  the  basis  of  our  findings  in 
85  cases  of  confirmed  acute  myocardial 
infarction,  we  were  not  able  to  encounter 
a statistically  significant  difference  from 
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controls  that  would  lead  us  to  suspect  the 
diagnosis  of  myocardial  infarction. 

Prospective  epidemiological  studies  on 
carefully  selected  populations  of  significant 
size  will  most  likely  establish  the  possible 
relationship  of  alterations  in  serum  copper 
levels  to  coronary  artery  disease. 

Summary  and  Conclusions 

Detennination  of  serum  copper  was  car- 
ried out  on  85  patients  with  acute  myocar- 
dial infarction.  This  determination  does  not 
seem  to  be  of  practical  use  for  the  early 
identification  of  coronary  disease  in  Puerto 
Rico. 

Increased  concentration  of  the  element 
obser\’ed  in  cases  of  acute  myocardial  infarc- 
tion was  minimal  and  43  percent  of  patients 
showed  serum  copper  values  below  our 
estimated  normal  for  men  of  76.6  mcgm. 
percent. 

That  the  apparent  hypocupremia  present 
in  our  population  may  play  a role  in  the 
lower  rate  of  coronary  atherosclerosis  in  the 
island  remains  an  unanswered  problem  sub- 
ject to  further  investigation. 

Resumen 

Se  hizo  la  detenninación  de  cobre  en  el 
suero  sanguíneo  por  el  método  espectrofoto- 
métrico  en  85  pacientes  con  infarto  agudo 
del  miocardio.  No  hubo  diferencia  de  los 
niveles  obtenidos  en  personas  normales.  Este 
método  no  aparenta  ser  de  valor  en  la  iden- 
tificación temprana  del  infarto  agudo  del 
miocardio. 

Se  revisa  la  experiencia  de  otros  autores 
con  animales  experimentales  y seres  huma- 
nos en  relación  a los  niveles  de  cobre  en  el 
suero  sanguíneo  y las  manifestaciones  cardio- 
vasculares. 


La  influencia  que  pueda  tener  el  nivel  de 
cobre  sérico  en  la  aparente  menor  inciden- 
cia de  enfermedad  de  las  coronarias  en 
nuestra  isla  se  desconoce. 
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Antepartal  has  been  substituted  for 
prenatal  in  the  name  given  to  the  care  that 
a pregnant  woman  receives.  The  care  and 
supervision  of  the  patient  in  labor  can  be 
named  intrapartal  care,  and  the  one  she 
receives  after  delivery,  post-partal  care.  The 
term  peripartal  care  could  be  coined  to  mean 
the  care  the  woman  receives  during  pregnan- 
cy, labor  and  the  puerperium. 

As  the  medical  supervision  of  peripartal 
care  is  continuous,  antepartal,  intrapartal, 
and  postpartal  care  overlap  and  have  much 
in  common.  Thus  intrapartal  care  begins 
during  antepartal  care.  Complications  of 
labor  can  be  avoided  by  adequate  and  intel- 
ligent antepartal  care. 

The  emotional  preparation  of  the  mother 
for  pregnancy,  labor  and  motherhood  is  car- 
ried out  during  the  antepartal  period.  This  is 
best  accomplished  by  classes  during  which  the 
three  most  common  fears  can  be  discussed 
and  diminished,  and  they  are: 

1.  The  fear  that  something  might  hap- 
pen to  them. 
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2.  The  fear  that  something  might  hap- 
pen to  the  baby. 

3.  The  fear  that  they  will  be  poor  mo- 
thers. 

The  non  apprehensive  mothers  to  be  will 
need  less  analgesics  and  will  probably  have 
less  dysfunctional  labors.  As  part  of  these 
classes,  a visit  to  the  hospital  where  they 
are  going  to  deliver  will  be  of  benefit.  Dur- 
ing this  visit  a cheerful  attitude  by  the  hos- 
pital personnel  will  also  make  the  mothers 
feel  welcome.  At  the  same  time  admission 
forms  can  be  filled  out  in  advance.  The 
patient  should  be  made  to  feel  that  she  will 
be  in  a friendly  atmosphere  where  everyone 
will  do  his  best  for  her  and  her  baby’s  well- 
being and  safety. 

During  the  antepartal  period  the  patients 
should  be  issued  an  identification  card,  to 
carry  with  them  at  all  times,  that  should 
contain  the  following  minimal  infonnation: 

1.  Her  name  and  address. 

2.  Her  age,  gravity,  parity  and  expect- 
ed date  of  confinement. 

3.  Her  blood  type,  Rh  factor  and  last 
hemoglobin  detennination. 

4.  Drug  allergies  if  any. 


322 


Bol.  Asoc.  Méd.  P.  Rico 
Jumo,  1965 


Intrapartal  Care  323 


5.  The  name  and  telephone  numbers 
of  her  obstetrician  or  obstetricians 
and  also  of  the  pediatrician  of  the 
expected  baby. 

6.  A section  for  important  and  revel- 
ant  remarks. 

This  card  must  be  attached  to  her  record 
upon  admission  to  the  hospital. 

As  most  of  the  time  in  private  practice 
the  antepartal  record  is  not  in  the  hospital 
or  accessible  at  the  time  of  labor,  a substitute 
or  secondary  record  for  use  during  labor 
should  be  prepared  a month  prior  to  the  ex- 
pected date  of  delivery.  At  such  time  the  an- 
tepartal record  is  reviewed.  All  important 
information  about  this  patient  must  be  in- 
cluded. These  secondary  records  are  carried 
by  the  obstetrician  at  all  times  until  the  pa- 
tient goes  into  labor.  This  record  consist  of : 

1.  Summary  of  antepartal  care  and 
findings. 

2.  Labor. 

3.  Delivery. 

4.  Puerperium  during  hospital  stay. 

Mothers  must  be  instructed  on  what  the 

nature  of  the  onset  of  labor  is,  what  to  do 
and  what  not  to  do  once  labor  starts.  Taking 
a shower  at  home  is  recommended.  The  in- 
take of  liquids  or  food  must  be  prohibited  and 
the  importance  of  following  this  advice  must 
be  thoroughly  explained  and  emphasized. 

The  patient  must  be  instructed  to  notify 
her  physician  once  she  develops  contractions 
and  these  recur  regularly  every  10  to  15 
minutes,  if  she  ruptures  membranes  or  if  she 
bleeds.  The  latter  two  are  indications  for 
immediate  hosp^italization  and  evaluation  by 
the  physician.  Otherwise,  the  primigrávida 
is  instructed  to  proceed  to  the  hospital  once 
contractions  are  every  7 to  10  minutes  apart 
and  the  multipara  when  they  are  10  to  15 
minutes  apart.  We  feel  that  the  patient  should 


be  admitted  in  early  labor.  Certain  patients 
must  be  admitted  prior  to  the  onset  of  labor, 
and  the  following  is  a list  of  examples: 

1.  Previous  cesarean  section. 

2.  Premature  rupture  of  the  mem- 
branes. 

3.  Toxemia. 

4.  Bleeding  cases. 

5.  Diabetics. 

6.  Cardiacs. 

7.  Incompetent  cervical  os  that  have 
undergone  cervical  circlage. 

8.  Rh  isoimmunized. 

9.  Patients  with  history  of  fast  labors 
that  have  a ripe  and  dilating  cervix. 

10.  Patients  for  elective  induction  of 
labor. 

At  the  hospital  the  patient  is  interviewed 
by  her  physician,  the  secondary  record  that 
had  been  prepared  is  reviewed,  as  well  as 
her  identification  card.  At  the  interview  the 
time  of  onset  of  contractions,  the  status  of 
the  membranes,  the  frequency  of  the  con- 
tractions and  the  last  time  of  food  ingestion 
are  checked.  The  patient  is  then  examined 
and  examinations,  minimally,  should  consist 
of : 

1.  checking  the  vital  signs 

2.  auscultation  of  the  lungs  and  heart 

3.  maneuvers  of  Leopold’s,  F.H.T., 
timing  of  contractions 

4.  examination  for  edema  of  extremi- 
ties or  low  back  or  eyelids 

5.  reflexes 

6.  vaginal  or  rectal  examination  for 
determination  of  presentation,  po- 
sition, station,  integrity  of  mem- 
branes, dilatation  and  effacement  of 
the  cervix. 

On  admission  the  minimal  laboratory 

work  which  should  be  done  consists  of : 

1.  Hgb.  or  hematocrit  detennination 
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2.  Obtaining  a blood  sample  for  a cross 
match  and  either  having  it  done  if 
it  is  needed  or  saving  the  sample  to 
have  it  done  should  the  need  arise. 

3.  Urine  examination  for  albumin,  su- 
gar and  microscopic. 

Complicated  cases  will  require  other  basic 
laboratory  work-up  on  admission  such  as  a 
Lee  White  clotting  time  on  all  bleeding 
cases. 

The  patient  then  has  a perineal  prepar- 
ation and  a cleansing  enema  if  not  contrain- 
dicated (as  in  bleeding  cases).  After  the 
enema  we  give  the  patient  a mild  sedative, 
usually  a short  acting  barbiturate. 

The  ideal  delivery  suite  is  an  independent 
unit  with  facilities  for: 

1.  admission  and  preparation  of  the 
patient. 

2.  individual  labor  rooms  where  the 
husband  can  stay. 

3.  delivery  rooms  including  a cesarean 
section  room. 

4.  a room  for  physicians. 

It  is  unfortunate  that  most  hospitals  have 
labor  rooms  where  two  or  more  patients  are 
in  labor.  This  forbids  the  presence  of  the 
husband  and  affects  the  emotional  prepar- 
ation of  the  patient.  Not  all  patients  are 
equally  prepared  for  labor  and  those  less 
prepared  will  interfere  with  the  ones  better 
prepared. 

The  follow-up  of  the  patient  in  labor  is 
the  attending  physician’s  responsibility.  It  is 
common  practice  for  him  to  be  present  when 
the  patient  is  in  “active  labor.”  However, 
this  is  a too  broad  term  and  lends  itself  to 
a wide  range  of  interpretations.  We  feel  that 
the  obstetrician  should  stay  in  attendance 
once  the  patient  is  admitted  to  the  hospital 
in  labor.  Only  by  careful  and  close  super- 
vision can  fetal  distress  be  detected  and  pro- 


longed labor  prevented.  Unless  the  patient 
is  followed  closely  and  carefully,  if  will  be 
most  difficult  to  distinguish  between  false 
labor,  prodromal  labor  and  dysfunctional 
labor.  Prolapse  of  the  cord  and  intrapartum 
abruption  occur  not  infrequently  and  the 
outcome  highly  depends  on  the  attending 
physician’s  presence  and  prompt  action.  The 
presence  of  the  attending  physician  also  calms 
and  reassures  the  patient  and  is  thus  one  of 
the  best  and  effective  sedatives  for  the  moth- 
er. The  timing  and  need  of  analgesics  can 
be  also  best  determined  by  following  the 
progress  of  labor  closely.  A program  of  anal- 
gesia carried  out  by  phone  is  a poor  program 
and  should  not  be  ordered  except  under 
unusual  circumstances.  We  believe  that  the 
most  practical  way  to  be  able  to  provide  a 
program  of  careful  and  close  supervision  of 
the  woman  in  labor  is  by  group  practice. 

The  observation  and  supervision  of  the 
patient  in  labor  is  aimed  at  evaluating  the 
effect  of  labor  in  the  mother  and  baby,  the 
prevention  of  complications,  and  if  any,  for 
the  early  recognition  and  management  of 
complications.  This  is  done  by: 

1.  Observation  of  the  vital  signs,  parti- 
cularly the  blood  pressure  and  pulse  which 
should  be  checked  every  two  to  four  hours 
in  normal  cases  and  more  frequently  in  com- 
plicated cases,  the  frequency  depending  on 
the  complication. 

2.  Timing  of  the  frequency,  duration 
and  intensity  of  the  contractions. 

3.  Auscultation  of  the  fetal  heart.  In 
normal  cases  this  should  be  performed  every 
half  hour  during  the  first  stage  of  labor,  and 
every  two  to  four  minutes  during  the  second 
stage  of  labor.  The  fetal  heart  tones  must  be 
checked  immediately  after  rupture  of  the 
membranes,  be  it  spontaneous  or  artificial. 
Auscultation  of  the  fetal  heart  must  be  per- 
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formed  in  between  contractions,  during 
contractions,  and  immediately  after  a con- 
traction. The  normal  range  of  fetal  heart 
rate  is  between  120-160/minute.  When  the 
rate  is  between  100-120,  it  is  called  moderate 
fetal  bradycardia,  and  it  is  severe  when  it 
is  less  than  100  (1)  Moderate  tachycardia 
is  when  the  rate  is  between  160-180/  minute, 
and  severe  tachycardia  when  above  180  (1). 
The  fetus  is  considered  to  be  in  distress 
whenever  it  shows  either  severe  bradycardia 
or  severe  tachycardia,  or  irregularity  of  the 
fetal  heart  rate  with  failure  to  recover  in  less 
than  30  seconds  after  termination  of  the 
contraction.  Meconium  stained  amniotic  fluid 
is  not  diagnostic  of  fetal  distress  but  is  a 
warning  that  demands  close  and  careful 
check  of  the  fetal  heart  rate  and  the  effect 
of  uterine  contractions  on  it. 

4.  Evaluating  progress  of  labor.  This 
can  be  performed  by  rectal  or  by  vaginal 
examinations.  We  prefer  the  vaginal  route 
for  it  is  more  accurate,  less  traumatic  and 
we  believe  less  prone  to  introduce  bacteria 
from  the  vagina  into  the  cervix,  than  the 
rectal  examination.  We  do  feel  that  there  is 
more  danger  of  introducing  bacteria  from 
the  outside  by  vaginal  examination.  This  can 
be  minimized  by  washing  the  hands  with 
antiseptic  soap,  using  sterile  gloves  and  sterile 
lubricating  jelly.  The  attending  physician 
should  change  into  scrub  suits  or  else  use  a 
gown  over  his  street  clothes,  while  examining 
the  patient. 

We  have  reviewed  the  deliveries  perform- 
ed by  us  during  the  years  1961,  1962  and 
1963  and  we  have  not  noticed  any  increased 
morbidity  by  following  patients  with  vaginal 
examinations. 

As  a rule  a primigrávida  dilates  at  the 
rate  of  1 cm.  per  hour.  This  is  a broad  rule 
and  we  all  know  that  progress  is  much 


more  rapid  after  5 cm.  dilatation,  more  so 
in  multiparas  who  rarely  are  6,  7,  8 cm. 
dilated,  but  instead  go  through  6,  7,  8 cms. 
dilatation  to  full  dilatation  rather  rapidly. 

The  best  treatment  for  prolonged  labor 
is  its  prevention.  This  is  done  by  the  prompt 
diagnosis  of  causes  leading  to  prolongation 
of  labor,  and  this  means  the  early  recogni- 
tion of  uterine  dysfunction,  malpresentation 
and  disproportion.  We  recommend  the 
thorough  evaluation  of: 

1.  All  patients  that  have  been  in  the  hos- 
pital 12  hours  and  have  not  delivered. 

2.  All  patients  that  fail  to  make  any 
progress  in  any  2 hours  period. 

3.  All  patients  that  have  been  a half  hour 
in  2nd.  stage  and  delivery  is  not  inminent. 

4.  All  multiparas  who  get  to  8-9  cm.  dil- 
atation and  delivery  is  not  inminent. 

The  evaluation  consists  of: 

1.  evaluation  of  the  mother’s  general  con- 
dition 

2.  evaluation  of  the  labor  by  timing  the 
frequency  and  duration  of  contractions 

3.  vaginal  examination  in  the  delivery 
room  in  order  to: 

a)  re-evaluate  the  pelvis  clinically 

b)  determine  accurately  the  presenta- 
tion and  position 

c)  accurate  determination  of  the  dil- 

atation and  effacement  of  the  cer- 
vix, station  of  the  presenting  part, 
and  integrity  of  the  membranes. 

d)  search  for  soft  tissue  obstruction  to 
delivery 

e)  performance  of  a Hillis-Muller 
maneuver 

4.  Judicious  use  of  X-ray  pelvimetry  in 
order  to  best  evaluate  the  degree  of  bony 
dystocia,  and  the  presentation  and  position 
of  the  body. 


Edward  O’Neill,  M.D. 
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A decision  is  then  made  as  to  manage- 
ment depending  on  the  cause  of  the  prolon- 
gation ol  labor.  We  view  cesation  of  progress 
in  a multipara  with  a jaundiced  eye.  To  us 
cesation  of  progress  in  a multipara  means 
bony  dystocia,  malpresentation,  or  soft  tissue 
obstruction  rather  than  inertia.  We  do  not 
hesitate  to  perform  amniorrhexis  in  the  mul- 
tipara provided  there  is  no  malpresentation, 
and  the  head  is  at-2  station  or  lower  but  we 
are  very  much  afraid  of  pitocin  stimulation 
unless  it  is  proven  that  the  problem  is  one 
of  uterine  dysfunction.  Thus,  parity  of  5 
or  more  is  a contraindication  for  pitocin. 

Whenever  pitocin  is  giv’en  it  should  be 
used  in  weak  solution  and  at  the  slowest  ef- 
fective rate.  We  usually  use  2.5  units  in 
1,000  cc/5%  glucose  in  ILO  at  a rate  of 
8-12  infused  drops  per  minute.  Constant  pal- 
pation of  the  uterus  should  be  performed 
during  the  first  half  hour  of  administration 
and  its  effect  on  the  fetal  heart  rate  can  be 
determined  after  each  contraction  during 
this  period  of  time.  Prolonged  duration  of 
the  contractions  (over  one  minute),  or  lack 
of  adeejuate  relaxation  of  the  uterus  in  be- 
tween contractions,  the  development  of  fetal 
bradycardia  or  tachycardia  calls  for  cessation 
of  pitocin  stimulation  and  reappraisal  of  the 
labor. 

What  some  patients  need  instead  of 
stimulation  of  labor  is  rest,  sedation  and 
correction  of  dehydration.  Some  obstetricians 
practice  acceleration  of  labor  either  by  am- 
niorrhexis or  by  pitocin  augmentation  of  the 
intensity  of  contractions.  We  frequently  per- 
form amniorrhexis.  We  believe  that  early 
rupture  of  bag  of  waters  should  be  performed 
in  post  mature  labor,  toxemias,  Rh  isoim- 
munized  patients  and  diabetic  patients,  pro- 
vided they  fulfill  the  criteria  for  safety.  The 
appearance  of  the  amniotic  fluid  will  orient 


the  attending  physician  as  to  the  status  of 
the  baby.  What  we  look  for  is  meconium- 
stained  fluid. 

We  also  rupture  the  membranes  in  pa- 
tients once  they  are  5 to  6 cm.  dilated  provid- 
ed the  head  is  at  or  below  the  spines.  It 
should  be  performed  in  the  delivery  room. 
We  are  against  the  pitocin  acceleration  of 
labor.  In  the  patient  who  is  making  normal 
progress  of  labor,  amniorrhexis  accelerates 
labor  by  allowing  the  head  to  approximate 
better  the  cervix.  Pitocin  augments  the  in- 
tensity and  frequency  of  contractions  and 
we  feel  this  could  be  detrimental  for  the 
baby. 

Besides  fetal  distress  and  dystocia,  intra- 
partal  bleeding,  toxemia,  shock,  fever  and 
fetal  demise  deserve  a careful  evaluation. 

We  transfer  primigrávidas  to  the  delivery 
room  when  fully  dilated  and  the  presenting 
part  is  on  the  perineum  and  multiparas  at 
8 cm.  dilatation.  The  anesthesiologists  or  the 
anesthetist  is  then  called  for.  It  is  unfortun- 
ate that  anesthesiologists  do  not  perform 
pre-anesthetic  evaluation  of  the  patient  in 
labor.  Anesthesia  death  of  patients  in  labor 
are  preventable.  It  was  found  in  the  study 
carried  out  in  Canada  (ref.  3)  that  the  main 
causes  for  anesthesia  deaths  were  lack  of  pre- 
anesthetic evaluation,  poor  choice  of  type  of 
anesthesia,  poor  follow-up  and  attendance 
of  the  anesthetized  patient. 

In  the  labor  room  an  intravenous  infus- 
sion  of  5%  glucose  in  water,  through  a 
number  18  needle,  is  started  if  one  is  not 
already  going  in.  The  mother  is  given  oxygen 
by  mask;  she  is  placed  in  the  lithotomy  pos- 
ition and  prepared  for  delivery.  The  fetal 
heart  is  checked  every  2 to  3 minutes.  We 
do  not  catheterize  the  patients  routinely. 
Delivery  is  performed  usually  under  some 
type  of  anesthesia  and  most  of  the  time 
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TABLE  1:  INCIDENCE  2'*  OF 

EXTENSION  OF 

MEDIAN 

EPISIOTOMY 

Year 

Vaginal 

Deliveries 

Episiotomy 

Left 

mediolateral 

30 

tear 

Median 

3» 

tear 

1961 

126 

107 

2 

0 

105 

10 

1962 

176 

149 

4 

1 

145 

5 

1963 

236 

202 

10 

0 

192 

13 

538 

458 

16 

1 

442 

28 

: over  an  episiotomy.  We  prefer  median  episio- 
tomies  and  pudendal  block.  We  have  a 6.9% 

' incidence  of  3*^  extension  of  the  episiotomy, 
j either  spontaneously  or  on  purpose.  See 
! Table  I. 

Mid-forceps  are  approached  as  a trial 
forceps  and  they  should  be  perfonried  in  the 
operating  room  under  double  set  up  condi- 
i tions.  Breech  deliveries  require  the  help  of 
I another  physician. 

‘ After  delivery  of  the  baby’s  head,  pitocin 
is  added  to  the  infusion.  Slow  delivery  of  the 
trunk  of  the  baby  is  recommended  so  that 
the  secretions  of  the  baby  can  be  squeezed 
out  and  the  uterus  accommodated  slowly  to 
the  decreasing  contents.  We  do  not  use 
' ergonovine  nor  any  of  its  derivatives. 

Apgar  scoring  of  the  newborn  should  be 
routinely  performed.  The  placenta  is  deliver- 
ed using  Brandt’s  or  Pastores  technique.  We 
do  not  hesitate  to  remove  it  manually  if  it 
is  not  expelled  within  10  minutes.  It  is  then 
examined  carefully  for  determination  of  re- 
tained fragments  if  any.  The  fetal  surface  is 
I inspected  to  see  that  the  vessels  are  intact 
I and  stop  before  the  edge  of  the  placenta; 

I the  membranes  are  inspected  for  defects  and 
the  maternal  surface  for  bleeding.  If  any  of 
these  is  found,  the  uterus  is  explored.  The 
uterus  should  be  routinely  explored  after 
all  operative  deliveries.  The  vagina  and 
cervix  should  be  inspected  in  all  deliveries. 


The  episiotomy  is  then  repaired:  In 
median  episiotomies  we  only  use  one  suture 
stitch  in  the  apex  of  the  vaginal  incision.  We 
then  approximate  the  deep  and  superficial 
muscle,  using  interrupted  sutures  and  the  su- 
perficial ones  are  of  the  inverted  type.  We  do 
not  use  subcutaneous  or  skin  sutures. 

After  delivery  the  patients  are  carefully 
watched  for  an  hour  in  the  labor  unit.  Dur- 
ing this  time  vital  signs  are  checked,  the 
bladder  is  checked  for  distention  and  the 
uterus  for  contraction. 

The  patient  should  not  be  transferred  to 
her  particular  room  until: 

a)  she  is  responsive 

b)  has  a normal  and  stable  blood  pres- 
sure 

c)  has  a pulse  less  than  100/minute 

d)  has  normal  bleeding 

If  everything  is  normal  she  is  then  taken 
to  her  room  and  for  the  first  24  hours  she 
should  be  checked  every  two  hours  for 
amount  of  bleeding,  uterine  tonus,  bladder 
distention,  analgesics,  fluid  and  food  intake. 

Summary 

Our  concept  of  modern  intrapartal  care 
has  been  presented.  The  term  peripartal  care 
has  been  coined  for  the  care  received  by  the 
pregnant  woman  during  pregnancy,  labor  and 
the  puerperiurn. 


Edward  O’Neill,  M.D. 
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Resumen 

Nuestro  concepto  del  cuidado  que  se  debe 
dar  a la  parturienta  ha  sido  presentado.  Se 
ha  presentado  una  frase  en  inglés  para  sig- 
nificar el  cuidado  dado  a la  mujer  antes, 
durante  y después  del  parto. 
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EDITORIAL 


DIGITALIS:  A REMINDER  AND  A REVISION 

“The  Foxglove’s  leaves,  with  caution  given, 

Another  proof  of  favouring  Heav’n 
Will  happily  display; 

The  rapid  pulse  it  can  abate; 

The  hectic  flush  can  moderate 
And,  blest  by  Him  whose  will  is  fate. 

May  give  a lengthen’d  day.” 

William  Withering.  (1) 

During  the  nearly  200  years  that  have  elapsed  since  William  Withering 
made  his  fundamental  observations  on  the  clinical  use  of  Digitalis,  numerous  in- 
vestigations have  been  made  to  improve  the  therapeutic  yield  of  the  drug.  One 
of  the  most  important  achievements  has  been  the  isolation  of  different  glycosides 
with  specific  therapeutic  advantages  under  certain  clinical  conditions.  Another 
important  advance  has  been  the  elucidation  of  the  mechanism  of  action  of  the 
glycosides.  These  comments  will  touch  upon  two  points  of  practical  clinical  in- 
terest derived  from  these  investigations. 

The  first  comment  is  about  Ouabain.  This  well  known  pure  glycoside  ob- 
tained from  Strophantus  Gratus  exhibits  all  the  cardiac  effects  of  other  digi- 
talis preparations.  It  is  available  in  0.25  and  0.50  mg.  ampules.  The  drug  should 
be  given  only  intravenously  because  it  is  absorbed  poorly  from  the  gastrointestinal 
tract  and  the  results  from  subcutaneous  and  intramuscular  administration  are  apt 
to  be  uncertain. 

The  distinctive  feature  of  Ouabain  is  that  it  has  unique  pliarrnacologic 
properties.  Its  action  begins  about  15  minutes  after  administration  and  reaches 
its  peak  in  as  early  as  half  an  hour.  Thus,  it  acts  considerably  faster  than  the  next 
most  rapid  drug,  Deslanoside  C,  whose  action  begins  in  about  half  an  hour  and 
reaches  a peak  in  approximately  two  hours. 
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For  this  reason,  it  is  soyyicwhat  surprising  that  Ouabain  is  not  used  more 
often  when  true  emergency  digitalization  is  required.  It  would  appear  that  in 
the  type  of  extreme  case  in  whom  it  is  imperative  to  obtain  the  therapeutic  ef- 
fect of  digitalis  as  soon  as  possible,  Ouabain  should  be  the  drug  of  choice.  There- 
fore, it  may  be  proper  to  remind  physicians  that  this  agent  has  definite  advant- 
ages when  used  under  such  clinical  circumstances. 

A word  of  caution  about  Ouabain  is  always  in  order.  The  physician  must 
realize  that  in  using  Ouabain  he  is  dealing  with  a powerful  drug.  He  should  con- 
firyn  that  the  patient  has  received  no  digitalis  for  at  least  two  weeks.  He  should 
be  on  watch  for  evidence  of  possible  intoxication.  Since  the  action  of  Ouabain 
is  brief,  he  should  be  prepared  to  redigitalize  his  patient  with  a long  acting  pre- 
paration at  the  appropriate  tiyne.  It  is  true  that  these  precautions  are  yyiore 
strict  than  with  other  digitalis  preparations,  but  if  the  physician  wants  to  obtain 
for  his  critically  ill  patient  the  iynportant  advantage  of  an  hour  or  yyiore  earlier 
therapeutic  effect,  he  should  becoyne  familiar  with  Ouabain,  because  its  use  ynay 
yneayi  the  difference  betweeyi  therapeutic  success  and  failure. 

The  second  coynyncyit  concerns  the  effect  of  digitalis  on  the  non-failing 
heart.  Ever  since  Dock  and  Taintcr  (2)  in  1930  found  that  digitalis  decreases  the 
cardiac  output  of  the  norynal  heart  by  decreasing  the  atrial  filling  pressure  and 
the  venous  return,  the  concept  developed  that  digitalis  was  detriyyiental  to  the 
noryyial  heart.  As  a result,  physicians  hesitated  to  use  it  unless  the  presence  of 
congestive  heart  failure  had  been  well  docuynented.  By  and  large  they  frowned 
upoyi  the  prophylactic  use  of  digitalis,  even  in  conditions  in  which  failure  could 
be  yyiore  or  less  reasonably  anticipated. 

Even  after  Cat^ell  and  Gold  (3)  established  that  digitalis  increases  the 
systolic  force  of  contraction  in  the  norynal  heart,  the  above  concept  persisted. 
More  recently,  Braunwald  ayid  co-workers  (4,  5)  have  confirmed  by  yyieans  of 
various  refined  methods  such  as  the  strain  gauge  arch  and  precise  heyyiodynaynic 
yneasurements,  that  digitalis  exerts  a positive  inotropic  effect  on  the  norynal  and 
the  non  failing  huynan  hear4.  It  has  been  established  that  the  reason  that  digitalis 
decreases  the  cardiac  output  of  the  noryyial  heart  is  that  it  constricts  venous 
smooth  muscle,  thus  trapping  blood  peripherally  and  decreasing  the  venous  pres- 
sure. However,  this  effect  is  oyily  transient,  and  probably  of  no  clinical  signifi- 
cance. On  the  other  hand,  the  inotropic  cardiac  effect  is  loyig  lasting  and  occurs 
even  in  high  output  failure,  constrictive  pericarditis,  severe  ynyocardial  daynage, 
and  orificial  obstruction,  although  it  is  most  proynment  in  low  output  failure. 

The  iynportant  conclusion  froyn  these  investigations  is  that  the  individual 
with  the  doubtful  clinical  indication  is  not  haryned  by  digitalis.  As  a matter  of 
fact,  Braunwald  (6)  has  shown  that  digitalis  perynits  the  norynal  left  ventricle 
to  sustain  excessive  pressure  loads  without  encroaclnnent  on  one  of  its  funda- 
yncntal  reserve  ynechanisms:  the  developyyient  of  hypertrophy.  Thus  one  needs 
feel  no  fear  in  digitalizing  the  doubtful  subject  such  as  the  individual  with  car- 
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diac  enlargement,  or  with  a history  of  impaired  cardiac  reserve,  or  the  indivi- 
dual in  whom  one  may  suspect  early  congestive  heart  failure  by  hemodynamic  ra- 
ther than  clinical  criteria,  or  the  pre-operative  cardiac  patient  or  the  cardiac 
surgery  candidate.  If  myocardial  failure  is  present,  the  patient  will  receive  the 
benefit  expected  from  digitalis.  If  it  is  not,  the  heart  will  not  be  harmed  and 
maybe  it  will  be  better  able  to  cope  with  increased  stress. 

Of  course,  all  this  applies  only  to  digitalization  wisely  accornplished. 
Again,  it  is  the  duty  of  the  physician,  if  he  is  going  to  obtain  the  optiynuyn  re- 
sults from  digitalis,  to  know  the  drug  as  thoroughly  as  possible  in  order  that  the 
expected  beneficial  effect  will  not  be  cancelled  by  catastrophic  results  due  to 
misuse. 

Eli  A.  Raynirez, 
M.D.,  F.A.C.P. 
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SECCION  DE  RESUMENES 

Editor:  Rafael  Sorrentino,  M.D. 


MIOCARDIOPATIA  ALCOHOLICA  (Alco- 
holic Myocardiopathy j.  William.  Evans,  M.D., 
London  Hospital,  London,  England;  Progress 
in  Cardiovascular  Diseases.  \'ol.  7,  No.  2,  Sep- 
tember 196If,  Pages  151-171. 

La  niiocardiopatia  alcohólica  es  una  condi- 
ción bastante  común  y hay  varias  razones  a 
saber  i)orqué  la  aceptación  de  ésta  como  una 
entidad  se  ha  retrasado.  El  comienzo  insidioso 
hace  dificultoso  el  diagnóstico  y los  clínicos 
desde  hace  tiempo  están  acostumbrados  a bus- 
car los  efectos  del  alcohol  en  el  hígado  y en 
el  sistema  nervioso  y han  desatendido  sus  efec- 
tos cardiotóxicos  a no  ser  que  estos  se  presen- 
ten en  una  de  las  formas  poco  común  de  Beri- 
beri. 

Los  hallazgos  electrocardiográficos  de  la 
miocardiopatía  alcohólica  han  pasado  inad- 
vertidos atribuidos  erróneamente  a enfermedad 
arterial  coronariana. 

El  paciente  es  más  frecuente  un  hombre 
que  una  mujer;  pasado  la  edad  media.  Como 
regla  común  éste  está  sobre  peso  y esta  obesi- 
dad la  ha  aceptado  él  como  causa  de  su  respi- 
ración dificultosa;  que  es  el  síntoma  inicial  más 
común.  Palpitaciones  son  frecuentes  debido  a 
extrasístoles  con  una  taquicardia  moderada  o 
la  arritmia  puede  ser  fibrilación  auricular. 

Durante  la  fase  temprana  el  electrocardio- 
grama presenta  cambios  que  ponen  el  interro- 
gante frente  a los  hábitos  alcohólicos  del  pa- 
ciente. 

Estos  cambios  aparte  de  fibrilación  auricu- 
lar y taquicardia  auricular,  incluye  cambios 
en  la  onda  T,  como  T picudas,  umbilicada,  in- 
vertida o asumiendo  características  distintas 
a las  que  se  ven  en  patología  coronariana.  A 
veces  se  ve  ligera  o escasa  hipertrofia  ven- 
tricular izquierda. 


Reconocer  la  enfermedad  en  este  estadio  es 
provechoso  para  el  paciente  pues  con  sólo  abs- 
tenerse de  tomar  a esta  altura  se  impide  la 
fibrosis  del  miocardio  que  sobrevendrá  luego. 
Es  de  suma  importancia  tener  en  cuenta  este 
diagnóstico  y hacer  que  el  paciente  practique 
abstinencia  pues  así  el  proceso  cardiotóxico 
no  continúa  y la  fibrosis  del  miocardio  no 
progresa  a un  estado  irremediable. 

Claramente  vemos  que  es  muy  importante 
saber  reconocer  la  miocardiopatía  alcohólica 
temprano  prestando  atención  a distintos  sig- 
nos electrocardiográficos  como  extrasístoles 
acompañando  una  taquicardia  moderada  o fi- 
brilación auricular. 

Francisco  X.  Veray,  M.D. 

MIOCARDITIS  AGUDA  EN  LA  INFANCIA 
Y NIÑEZ  TEMPRANA,  (Acute  Myocarditis 
in  Infancy  and  Childhood),  Harvey  S.  Rosen- 
burg  and  Dan  G.  MeNamara,  Department  of 
Pathology  and  Pediatries,  Baylor  University 
College  of  Medicine,  Houston,  Texas;  Progress 
in  Cardiovascular  Diseases,  Vol.  7,  No.  2 
(September)  196^. 

La  inflamación  del  miocardio  ventricular 
trae  a la  mente  una  gama  de  posibles  etiolo- 
gías infecciosas:  viral,  bacteriana,  micóticas 
y parasitaria. 

Estos  procesos  todos  tienen  en  común  la 
contracción  ineficaz  del  ventrículo  sin  estar 
afectadas  las  válvulas  y sin  sobrecarga  dias- 
tólica  o sistólica. 

Se  consideran  en  este  simposium  sólo  mio- 
carditis agudas  no  reumáticas  y hacen  los  au- 
tores la  siguiente  clasificación:  Miocarditis 
exclusivamente  histológica  contribuyendo  a una 
enfermedad  infecciosa  generalizada,  miocardi- 
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tis  funcionalmente  importante  como  parte  de 
una  infección  generalizada,  miocarditis  fisio- 
lógicamente significativa  en  la  ausencia  de 
otra  enfermedad  sistémica  o donde  no  se  ha 
podido  aislar  un  agente  causal.  Por  ejemplo: 
Miocarditis  de  Fiedler. 

Síntomas  de  fallo  cardíaco  debido  a mio- 
carditis aguda  en  la  infancia  o niñez  temprana 
pueden  ser  inadvertidos  y pueden  simular  en- 
fermedades extracardíacas. 

Los  puntos  esenciales  de  Miocarditis  no 
reumática  aguda  son:  dilatación  ventricular, 
ausencia  de  trastorno  valvular  manifestado 
por  soplos,  ausencia  de  hipertrofia  ventricular 
siguiendo  los  criterios  electrocardiográficos, 
reducción  o apagamiento  de  los  sonidos  car- 
díacos, taquicardia  desproporcionada  con  la 
fiebre,  galope  protodiastólico,  defectos  de  con- 
ducción, voltaje  bajo  en  los  complejos  electro- 
cardiográficos sin  anormalidad  del  segmento 
ST,  y cambios  electrocardiográficos  del  seg- 
mento ST  y onda  T con  voltaje  normal  de 
los  complejos. 

Los  casos  revisados  del  Texas  Children’s 
Hospital  todos  eran  parte  de  una  enfermedad 
generalizada  ya  sea  bacteriana,  micótica  o vi- 
ral ; entre  ellas  podemos  nombrar  virus  Coxa- 
ckie  grupo  B;  meningococcus,  Klebsiella  y 
estafilococo  evadiendo  así  la  designación  de 
miocarditis  aislada. 

Francisco  X.  Veray,  M.I). 

E.NDOCRINE  FEATURES  IN  ALBRIGHT’S 
SYNDROME,  (Aspectos  Endocrinos  en  el 
Síndrome  de  Albright),  Journal  of  Metabo- 
lism, Clinical  and  Experimental,  Vol.  1,  No. 
1,  January  lUtH. 

Treinta  y ocho  casos  de  Síndrome  de  Al- 
bright fueron  estudiados  con  referencia  a sus 
funciones:  ovárica,  de  crecimiento,  tiroides  y 
paratiroides  incluyendo  algunos  aspectos  es- 
queletales  que  podrán  o no  estar  relacionado 
a la  función  de  las  glándulas  endocrinas.  Tal 
parece  que  la  precocidad  sexual  en  algunas 
mujeres  no  estaba  asociada  con  ovulación  ni 
con  actividad  de  gonadotropina,  y también  que 
la  baja  estatura  en  algunos  ca.sos  al  finalizar 


el  período  de  crecimiento  en  mujeres  con  pre- 
cocidad sexual  no  era  un  hallazgo  constante. 
Data  coleccionada,  en  algunos  casos,  sugiere 
que  una  adrenarquia  adrenal  ocurre  prema- 
turamente. La  data  también  confirma  hallaz- 
gos de  otros  autores  de  que  precocidad  sexual 
puede  ser  encontrada  en  pacientes  que  no 
tienen  lesiones  en  el  cráneo,  y también  puede 
ocurrir  en  pacientes  que  no  tienen  las  áreas  de 
pigmentación  cutánea  características  del  sín- 
drome. No  está  claro  si  la  hiperplasia  de  las 
glándulas  tiroides,  paratiroides  o adrenal  es  el 
resultado  de  estimulación  difusa  poliglandular. 
En  cuanto  a la  etiología  del  síndrome  los  estu- 
dios hasta  ahora  hechos  señalan  que  aberra- 
ciones genéticas  pueden  estar  asociadas  a él. 

Ismael  Rodríguez,  M.í>. 

VALUE  AND  RISK  OF  BIOPSY  OF  PUL- 
MONARY LESION  BY  NEEDLE  ASPIRATION 
(Importancia  y Riesgo  en  la  Biopsia  de  Lesiones 
Pulmonares  por  Punción  Aspiradora),  Vicent  W. 
Lauby  et  al,  Department  of  Surgery,  Temple 
University  School  of  Medicine  Philadelphia; 
The  Journal  of  Thoracic  and  Cardiovascular 
Surgery,  Vol.  U9  No.  1 pages  159-172,  January 
1965. 

El  propósito  perseguido  en  este  reporte  es 
el  de  presentar  la  experiencia  de  estos  autores 
en  21  años  y analizar  la  importancia,  limitacio- 
nes, riesgos  y complicaciones  de  dicho  procedi- 
miento de  acuerdo  con  la  data  en  G26  casos 
de  biopsia.  Ninguno  de  los  pacientes  presen- 
taron evidencia  de  implante  tumoral  luego  de 
practicar  el  procedimiento. 

La  técnica  empleada  fue  mediante  una 
aguja  Franseen  No.  18  introducida  mediante 
guía  fluoroscópíca  biplanar.  El  radiólogo  guía 
la  introducción  hasta  que  la  aguja  avanza  en 
la  lesión  y estima  la  profundidad  donde  se 
toma  la  biopsia.  Con  una  jeringuilla  de  30cc 
tipo  Luer  Lok  con  salina  se  hace  la  asjjira- 
ción;  es  importante  tener  vacio  en  la  jerin- 
guilla en  todo  momento  para  así  tener  tejido  en 
la  aguja  al  sacar  ésta. 

Cuando  los  métodos  usuales  fallan  i)ara 
diagnosticar  una  lesión  pulmonar  y las  tora- 
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cotoniias  no  están  indicadas  por  peligro  in- 
minente para  el  paciente;  recurrir  a este  pro- 
cedimiento simple  y provechoso  le  ha  dado 
buenos  resultados. 

Las  indicaciones  expuestas  son : 

Lesiones  pulmonares  sospechosas  de  ser 
carcinoma  broncogénico  operables,  lesio- 
nes pulmonares  en  pacientes  inoperables 
por  el  riesgo  o que  son  incurables  quirúr- 
gicamente o que  estén  recibiendo  roegen- 
terapia  o quimioterapia,  lesiones  pulmo- 
nares metastáticas  de  carcinomas  prima- 
rios conocidos  antes  de  recibir  estos,  trata- 
miento, lesiones  pulmonares  sospechosas  de 
ser  la  fuente  de  lesiones  metastásicas  en 
los  huesos  y en  el  cerebro. 

Las  contraindicaciones  incluyen : 

Lesiones  pulmonares  que  pueden  diagnos- 
ticarse con  los  jnétodos  usuales,  personas 
con  enfisema  pulmonar  que  rodea  la  lesión 
ya  que  el  riesgo  de  pneumotorax  es  grande, 
lesiones  vasculares  sospechadas  de  ser 
aneurismas  o fístulas  arteriovenosas,  en 
casos  que  el  paciente  tenga  una  pneumonec- 
tomía  contralateral,  lesiones  parenquima- 
tosas  difusas,  lesiones  pulmonares  no  de- 
mostradas claramente  por  rayos  X en  vis- 
tas laterales  o anteroposteriores,  cuando 
no  hay  fluoroscopia  seriadas  o multiplanas. 
En  la  serie  de  éstos  de  b2()  aspiraciones 
ocurrió  pneumotórax  en  39  casos  requiriendo 
tratamiento  sólo  en  4 de  éstos  (1.4'/c  ).  Nin- 
gún paciente  desarrolló  empiema;  fistula 
broncopulmonar  o hemorragias. 

17  pacientes  tuvieron  episodios  esporá- 
dicos de  hemotisis  sin  trascendencia  (2.7%). 
El  peligro  de  empiemas  se  abolió  mediante  el 
uso  de  antibióticos  a través  de  la  aguja  en 
el  momento  que  se  iba  i’etirando;  si  durante 
la  punción  se  aspiraba  pus. 

Se  obtuvo  el  diagnóstico  en  50.38%  de  los 
pacientes  aspirados  y sólo  hubo  un  diagnós- 
tico falso  positivo. 

El  procedimiento  según  estos  autores  ha 
encontrado  un  lugar  restringido  pero  defi- 
nitivo en  el  diagnóstico  de  lesiones  pulmona- 
res y éstos  sustentan  la  idea  que  a la  larga 
es  más  benigno  que  las  biopsias  exploratorias 
convencionales. 

Francisco  A'.  Vcray,  M.D. 


PERITONEAL  TRANSPORT  OF  ANTIBIO- 
TICS IN  MAN  (Transporte  Aritoneal  de  Anti- 
bióticos en  el  Hombre),  Capt.  Leroiy  Shear, 
Major  James  H.  Shinaberger  and  Lt.  Col.  Kel- 
vin G.  Barry  Washingtoyi,  D.  C.,  New  Eng.  J. 
Med.  272:  Ütl6,  1965  (April  1 - 65). 

Pacientes  en  quien  se  lleva  a cabo  una  diá- 
lisis peritoneal,  frecuentemente  requieren  tra- 
tamiento con  antibióticos.  Los  autores  reco- 
nocen que  no  hay  data  suficiente  que  indique 
si  la  dosis  de  antibióticos  debe  alterarse  debido 
a pérdida  del  antibiótico  en  el  dialisado  o si 
el  antibiótico  debe  administrarse  intraperito- 
nealmente  además  de  sistémicamente  en  caso 
de  peritonitis.  Para  aclarar  esto  estudiaron  la 
concentración  de  meticilina  y tetraciclina  en 
el  suero  después  de  administrarse  intraperi- 
tonealmente  y la  concentración  en  el  líquido 
peritoneal  después  de  administrarlas  intramus- 
cularmente. En  el  estudio  utilizaron  pacientes 
con  fallo  renal  crónico. 

Los  autores  concluyen  que  la  cantidad  de 
estos  antibióticos  que  se  extraen  en  el  diali- 
sado no  es  lo  suficientemente  significativa 
para  justificar  un  cambio  en  la  dosis  sisté- 
mica.  La  concentración  de  los  antibióticos  que 
se  obtuvo  en  el  líquido  peritoneal  alcanzó  sin 
embargo,  niveles  terapeúticos  pero  únicamen- 
te debido  a que  estos  pacientes  tenían  enfer- 
medad renal  con  niveles  excesivamente  altos 
de  antibióticos  en  el  suero.  En  el  caso  de  pa- 
cientes sin  enfermedad  renal  los  autores  creen 
conveniente  añadir  antibióticos  intraperito- 
nealmente  en  caso  de  peritonitis  ya  que  sos- 
pechan que  no  se  alcanzarían  niveles  tei’apéu- 
ticos  en  el  líquido  peritoneal  en  estos  casos 
con  administración  sistémica  del  antibiótico 
únicamente. 

Fermín  Mateo,  M.D. 

THE  SERUM  AND  LIVER  AMYLASE  AND 
TRANSAMINASE  ACTIVITIES  IN  CHOLINE 
DEFICIENCY  FATTY  LIVER  AND  CIRRHOSIS, 
(Actividad  y Niveles  Séricos  de  la  Amilasay  Tran- 
saminasa  en  Hígados  Grasos  y Cirróticos  Produci- 
dos con  el  Uso  de  una  Dieta  Carente  en  Colinas), 
S.  J.  Winawer  et  al.  Gastroenterology  Labora- 
tory, Mallory,  histitute  of  Pathology  II  and  IV 
(Harvard)  Medical  Services,  Boston  City  Hos- 
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pita!;  Harvard  Medical  School;  Tufts  and 
Boston  Universities  Schools  of  Medicine  Gas- 
troenterology, Vol.  48  No.  2,  216,  Feb.  1965. 

Las  alteraciones  que  ocasionalmente  se  ob- 
servan en  los  niveles  de  amilasa  sérica  en  pa- 
cientes con  enfermedades  crónicas  del  hígado 
no  han  sido  estudiadas  experimentalmente.  Los 
autores  producen  lesiones  crónicas  del  hígado 
usando  ratas  con  una  dieta  deficiente  en  co- 
lina por  espacio  de  un  año  de  duración.  Se 
hicieron  determinaciones  de  la  amilasa  sérica, 
actividad  amilásica  en  tejido  hepático,  trans- 
aminasa  GPT  sérica  y actividad  transaminá- 
sica  en  el  tejido  hepático  en  ratas  afectadas 
por  enfermedad  hepática  crónica  a partir  del 
uso  de  una  dieta  deficiente  en  colina  soste- 
nida a lo  largo  de  un  año  de  duración.  Al 
cabo  del  año  de  esta  dieta  se  sacrificaba  el 
animal  y se  realizaban  los  estudios  ya  mencio- 
nados y se  procedía  al  estudio  histopatológico 
de  la  pieza  hepática. 

Resultados : 

(1)  La  amilasa  sérica  era  similar  en  las 
ratas  controles  y en  aquellas  con  hí- 
gado graso  o fibrosis.  En  las  ratas 


cirróticas  la  amilasa  estaba  significa- 
tivamente disminuida. 

(2)  La  amilasa  histica  en  el  hígado  estaba 
aumentada  en  las  ratas  que  tenían  hí- 
gado graso,  en  comparación  con  el  gru- 
po control.  La  actividad  amilásica  he- 
pática estaba  disminuida  en  las  ratas 
cirróticas. 

(3)  La  SGPT  sérica  se  encontraba  elevada 
en  las  ratas  con  hígado  graso  y había 
tendencia  a disminuir  en  los  casos  que 
presentaban  un  aumento  en  la  seve- 
ridad de  la  enfermedad  hepática. 

(4)  La  SGPT  histica  estaba  normal  en 
las  ratas  con  hígado  graso  y fibrosis 
al  compararse  con  las  ratas  controles 
y en  comparación  con  el  aumento  de 
la  SGPT  sérica. 

Determinaciones  de  DNA,  fosforilasa  hepá- 
tica, albúminas  y peso  del  hígado  fueron  con- 
comitantemente  analizadas. 

Miguel  A.  Sarriera  M.D. 
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NOTICIAS 

Locales 

FOTOCOPIADORA  DE  LA  BIBLIOTE- 
CA DE  LA  ESCUELA  DE  MEDICINA. 
La  Biblioteca  de  la  Escuela  de  Medicina  ha 
adquirido  una  fotocopiadora  Xerox,  la  cual 
está  disponible  para  fotocopiar  manuscritos, 
bien  sea  de  libros  encuadernados  o revistas 
cientificas.  Se  cobrarán  10  centavos  por 
hoja  de  exposición  usada  a todos  aquellos 
individuos  afiliados  a la  Escuela  de  Medi- 
cina, la  Escuela  Dental  y el  Centro  Médico. 
Médicos  uotros  individuos  no  afiliados  a 
estas  instituciones  pagarán  20  centavos  por 
cada  hoja  de  exposición  usada.  Este  servicio 
estará  disponible  de  lunes  a viernes  de  8:00 
A.M.  a 8:80  P.M. 

ASAMBLEA  ANUAL.  El 
Comité  de  Programación  Científica  del 
Consejo  Científico  desea  informar  a la  ma- 
trícula en  general  que  todos  aciuellos  médi- 
cos interesados  en  presentar  trabajos  du- 
rante la  Asamblea  Anual  de  noviembre  se 
sirvan  así  comunicárnoslo  con  anterioridad 
al  15  de  julio  de  1905. 

Los  interesados  deben  enviar  el  título  de 
la  presentación,  los  autores  del  mismo  y 
una  corta  reseña  del  tema  a discutirse. 

Como  en  años  anteriores,  las  presenta- 
ciones se  limitarán  estrictamente  a 20  mi- 
nutos. Será  requisito  indispensable  que  los 
autores,  antes  de  la  fecha  de  la  presenta- 
ción, sometan  una  copia  terminada  y co- 
rregida a ser  considerada  por  la  .Junta  Edi- 
tora del  Boletín  para  fines  de  publicación. 

Ago.  d-C).  CURSILLO  PARA  GENERALIS- 
TAS  — La  Escuela  de  Medicina  de  la  Uni- 
versidad de  Puerto  Rico  se  complace  en 
anunciar  el  próximo  Cursillo  para  médicos 
generalistas.  Este  se  llevará  a cabo  en  el 
anfiteatro  del  Hospital  Universitario  del  4 
al  6 de  agosto  de  1965.  Para  mayor  infor- 
mación favor  de  comunicarse  con  la  Ofici- 
na del  Decano,  Escuela  de  Medicina,  San 
.Juan,  P.  R.  El  programa  se  circula  próxi- 
mamente a todos  los  médicos  de  Puerto  Rico. 


ESCUELA  DE  RECORDS 
MEDICOS  — El  Departamento  de  Medici- 
na Preventiva  y Salud  Pública  de  la  E.scue- 
la  de  Medicina  de  Puerto  Rico  inició  en 
agosto  de  1964  un  nuevo  programa  educa- 
tivo de  Ciencias  en  Récords  Médicos.  Este 
programa  se  originó  en  Puerto  Rico  en  el 
1952,  ausjjiciado  i)or  el  Departamento  de 
Salud,  donde  funcionó  hasta  1964  que  fue 
transferido  al  Depto.  de  Medicina  Preven- 
tiva y Salud  Pública  de  la  Escuela  de  Me- 
dicina de  Puerto  Rico. 

El  propósito  (le  este  programa  es  el 
adiestramiento  profesional  de  Bibliotecarios 
de  Récords  Médicos.  Este  profesional  rinde 
una  labor  importantísima  dirigiendo  los 
servicios  de  récords  médicos  en  los  hospi- 
tales y otras  agencias  médico-hospitalarias. 
Esta  profesión  es  relativamente  nueva  en 
el  campo  de  la  medicina  y ofrece  amplio 
campo  de  trabajo  para  las  i)ersonas  que 
gustan  de  dedicai'  sus  conocimientos  y des- 
trezas al  servicio  de  la  Salud  Pública. 

Los  i'e<]uisitos  mínimos  de  admisión  son 
los  siguientes:  Poseer  el  grado  de  bachiller 
de  una  universidad  reconocida  y haber 
ai)robado  los  cursos  de  Zoología  General. 
Fisiología  Humana  y Anatomía  Humana. 

La  Escuela  de  Récords  Medicos  está  acre- 
ditada i)or  las  agencias  acreditadoras  de 
este  tipo  de  programa  educativo  — la  Aso- 
ciación Médica  Americana  en  colaboración 
con  la  Asociación  Am'^ricana  de  Bibliote- 
carios de  Récords  Médicos.  Los  graduados 
de  este  pi-ograma  son  elegibles  a coger  el 
examen  de  “Registration”  que  ofrece  la 
Asociación  Americana  de  Bibliotecarios  de 
Récords  Médicos,  que  da  status  de  profe- 
sional al  Bibliotecario  de  Récords  Médicos. 

Actualmente  hay  6 estudiantes  las  cua- 
les se  graduarán  el  próximo  me.s  de  julio; 
4 de  éstas  son  becadas  por  el  gobierno  mu- 
nicii)al  de  San  .Juan  y 2 son  becadas  por 
el  Departamento  de  Salud  de  Puerto  Rico. 

El  programa  se  inicia  en  agosto  y se  ex- 
tiende por  12  meses  cubriendo  los  siguientes 
cursos:  Terminología  Médica,  Fundamentos 
en  Ciencias  Médicas,  Organización  y Ad- 
ministración, Ciencias  en  Récords  Médicos, 
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Aspectos  Mcdico-Leg'ales  del  Récord  Médi- 
co, Problemas  Administrativos  de  Récords 
Médicos  y Práctica  Supervisada.  En  la  ac- 
tualidad los  cursos  se  ofrecen  sin  crédito 
univer.sitario  hasta  tanto  el  organismo  co- 
rrespondiente de  la  Universidad  de  Puerto 
Rico  haga  la  determinación  final  al  res- 
pecto. 

La  escuela  es  dirigida  por  la  Sra.  Olga 
García,  de  la  facultad  del  Dejjartamento  de 
Medicina  Preventiva  y Salud  Pública.  La 
siguiente  facultad  colabora  con  la  Sra.  Gar- 
cía, en  la  enseñanza  de  las  estudiantes:  Dr. 
Kenneth  Ramírez,  Dr.  Manuel  Rebuelta,  Sr. 
Sigifredo  Martínez,  Lie.  Adelaida  Souf- 
front,  Sr.  Hirám  Yunqué  Martínez  y otros 
distinguidos  miembros  de  la  facultad  médi- 
ca del  Hos])ital  de  Distrito  Universitario  y 
del  Departamento  de  Medicina  Preventiva 
y Salud  Pública  de  la  Escuela  de  Medicina 
de  Puerto  Rico. 

Las  personas  interesadas  y que  reúnan 
los  reejuisitos  de  admisión,  pueden  pedir 
más  información  a la  siguiente  dirección: 
Oficial  de  Admisiones,  Departamento  de 
Medicina  Preventiva  y Salud  Pública,  Es- 
cuela de  Medicina,  San  Juan,  Puerto  Rico. 

Oct.  I.a-IG,  19G5  Asamblea  Anual  del  American 
College  of  Physicians,  en  el  edificio  de  la 
Asociación  Médica  de  Puerto  Rico. 

Nov.  9-1.3  Convención  Anual  de  la  Asocia- 
ción Médica  de  Puerto  Rico,  en  el  Hotel 
San  Jerónimo  Hilton. 

Die.  2-, 5 Asamblea  Anual  de  la  Sociedad 
Médica  del  Distrito  Sur  de  la  Asociación 
Médica  de  Puerto  Rico. 

Nacionales 

Sept.  20  to  Oct.  2,  190.5  - COURSE  IX  LARIX- 

(ÍOLOGY  AXD  RRONCHOESOPHAGOLOGY 

The  Dei)artment  of  Otolaryngology,  Col- 
lege of  Medicine  of  the  University  of  Illi- 
nois at  the  Medical  Center,  Chicago,  will 
conduct  a i)o.stgraduate  course  in  Laryn- 
gology and  Rronchoesophagology.  This  cour- 
.se  is  limited  to  fifteen  ])hysicians,  and  will 


be  under  the  direction  of  Paul  H.  Hollinger, 
M.D.  It  will  be  held  at  the  new  Illinois  Eye 
and  Ear  Infirmary,  18.55  West  Taylor  Street, 
Chicago.  Instruction  will  he  provided  by 
means  of  animal  demonstrations,  and  practi- 
ce in  bronchoscopy  and  esophagoscopy,  diag- 
nostic and  surgical  clinics,  as  well  as  didac- 
tic lectures. 

Interested  registrants  will  please  write  di- 
rectly to  the  Department  of  Otolaryngology, 
College  of  Medicine  of  the  University  of  Il- 
linois at  the  Medical  Center,  Postoffice  Ron 
0998,  Chicago,  Illinois  00080. 

CHEST  PHYSICIANS  RESIDENT 
LOAN  FUND.  The  American  College  of 
Chest  Physicians  offers  loans  to  resident 
physicians  in  the  United  States  and  Canada 
to  assist  them  in  completing  their  residencies 
in  cardiovascular  and  pulmonary  diseases. 
The  Resident  Loan  Fund  was  established 
by  the  Board  of  Regents  of  the  College.  Ac- 
ceptable residents  may  borrow  up  to  $3,000. 
00  at  3 per  cent  interest.  These  Loans  are 
available  to  both  medical  and  surgical  re- 
sidens  in  approved  hospitals. 

Application  forms  may  he  secured  by 
writing  to  the  Committee  on  Resident  Loan 
Fund,  American  College  of  Chest  Physicians, 
112  East  Chestnut  Street,  Chicago,  Illinois 
00011. 

A NATIONAL  PROGRAM 
TO  CONQUER  HEART  DISEASE,  CAN- 
CER AND  STROKE  — VOLUME  II,  Re- 
port by  The  President’s  Commission  on 
Heart  Disease,  Cancer  and  Stroke.  'I'he 
second  volunn'  of  the  report  of  the  Presi- 
dent's Commission  on  Heart  Disease,  Can- 
cer and  Stroke  publishes  full  reports  of 
the  suhcommitt(‘os  and  the  source  pajieis, 
pi-epared  by  staff  members.  This  material 
is  based  on  testimony  of  exi^eil  witnessi's 
and  intensf'  study  of  the  literature.  It  iiro- 
vides  guidelines  and  fresh  data  for  the 
aims  of  State  health  dei)artments,  schools 
of  the  health  professions,  municipal  govern- 
ments, research  institutions,  hospitals, 
foundations,  and  voluntary  organizations. 
'I’he  papers  oi)en  new  |)-ithways  of  res'‘arch 
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and  health  practice.  In  addition  to  subcom- 
mittee reports  and  staff  papers  on  heart 
disease,  cancer,  stroke,  research,  rehabili- 
tation, manpower,  communications,  and 
facilities,  this  volume  contains  a monumen- 
tal report  on  the  economic  costs  of  cardio- 
vascular diseases  and  cancer  and  a sum- 
mary of  a conference  of  experts  on  the 
economics  of  medical  research.  1965. 

656  p.  il. 

Catalog  No.  Pr  36.8:H35/P  94/vol.  2 

$3.00  per  copy 

If  interested,  order  from : 

Superintendent  of  Documents 
Government  Printing  Office 
Washington,  D.  C.  20402 

ADVICE  TO  AUTHORS:  The  Amer- 
ican Association  has  prepared  a guide  for 
physicians  who  plan  to  submit  manuscripts 
to  any  of  the  Association’s  ten  specialty 
journals.  This  guide  will  help  you  a great 
deal  if  you  are  planning  to  submit  manus- 
cripts for  publication  in  practically  any 
scientific  medical  journal. 

If  you  are  interested  in  obtaining  a copy 
of  this  booklet  write  to : 

Junta  Editora 

Boletin  Asociación  Médica  de 
Puerto  Rico 
Apartado  9111 

Santurce,  Puerto  Rico  00908 

Internacionales 

Sept.  5-9.  International  Congress  on  Rheu- 
matic Diseases,  11th,  Buenos  Aires,  Argen- 


tina. Dr.  A.  Caruso,  Juncal  1875,  Planta 
Baja,  Dept.  2,  Buenos  Aires,  Argentina. 

Sept.  5-10.  International  Congress  of  Neurol- 
ogy. 8th,  Vienna,  Austria.  Congress  Secre- 
tariat, Vienna  Academy  of  Medicine,  4 
Alserstr.,  Vienna  IX,  Austria. 

Sept.  19-24.  World  Medical  Association,  XIXth 
General  Assembly,  London,  England.  Dr. 
H.  S.  Gear,  10  Columbus  Circle,  New  York 
19,  N.  Y.,  Sec’y-Gen. 

Sept.  22-28.  International  Congress  of  Radiol- 
ogy, 11th,  Rome,  Italy.  Dr.  Arduino  Ratti, 
Via  Moscova  44/1,  Milan,  Italy,  Sec’y-Gen. 

Sept.  27-30.  Middle  Eastern-Mediterranean 
Pediatric  Congress,  IV,  Athens,  Greece. 
Professor  C.  B.  Choremis,  Pediatric  Clinic 
of  Athens  University,  and  Dr.  S.  G.  Had- 
jidakis.  Secretary,  29  Stadiou  St.,  Athens 
122,  Greece. 

Oct.  1-4,  1966.  International  College  of  Sur- 
geons International  Biennial  Congress  will 
be  held  on  Mexico  City,  Mexico. 

Oct.  4-11,  1967  International  College  of  Sur- 
geons, International  Biennial  Congress  will 
be  held  on  Tokyo,  Japan. 

Nov.  5-11,  International  Congress  of  Pedi- 
atrics, Ohkura  Hotel,  Tokyo,  Japan,  Dr. 
Kenji  Nakamura,  Dept,  of  Pediatrics,  Uni- 
versity of  Tokyo,  Motofujicho,  Bunkyoku, 
Tokyo,  Japan,  Gen.  Sec’y. 

Fall  1970  International  College  of  Surgeons, 
International  Biennial  Congress  will  be  held 
on  Paris,  France,  on  fall,  1970. 


Instrucciones  para  los  Autores: 

El  Boletín  acepta  para  su  publicación 
artículos  relativos  a medicina  y cirugía  y las 
ciencias  afines.  Igualmente  acepta  artículos 
especiales  y correspondencia  que  pudiera  ser 
de  interés  general  para  la  profesión  médica. 

El  artículo,  si  se  aceptara,  será  con  la  con- 
dición de  que  se  publicará  únicamente  en  esta 
revista. 

Para  facilitar  la  labor  de  revisión  de  la 
Junta  Editora  y del  impresor,  se  requiere  de 
los  autores  que  sigan  las  siguientes  instruc- 
ciones: 

a)  Los  trabajos  deberán  estar  escritos  a 
máquina  a doble  espacio  y por  un  solo  lado  de 
cada  página,  en  duplicado  y con  amplio  mar- 
gen. 

b)  En  página  separada  debe  incluirse  lo 
siguiente:  título  (no  excediendo  de  80  letras  y 
espacios),  nombre  del  autor  (es),  institución 
y dirección  postal  del  autor. 

c)  Artículos  referentes  a resultados  de 
estudios  clínicos  o investigaciones  de  laborato- 
rio deben  organizarse  bajo  los  siguientes  en- 
cabezamientos: (1)  introducción,  (2)  material 
y métodos,  (3)  resultados,  (4)  discusión,  (5) 
resumen  (en  español  e inglés),  y (6)  refe- 
rencias. 

d)  Artículos  referentes  a estudios  de  casos 
aislados  deben  organizarse  en  la  siguiente  for- 
ma: (1)  introducción,  (2)  observaciones  del 
caso,  (3)  discusión,  (4)  resumen  (en  español 
e inglés),  (5)  referencias. 

e)  Las  tablas,  notas  al  calce  y leyendas 
deben  aparecer  en  hojas  separadas. 

f)  Si  un  artículo  ha  sido  leído  en  alguna 
reunión  o congreso,  así  debe  hacerse  constar 
como  una  nota  al  calce. 

g)  Deben  usarse  los  nombres  genéricos  de 
los  medicamentos.  Podrán  usarse  también  los 
nombres  comerciales,  entre  paréntesis,  si  así 
se  desea. 

h)  Se  usará  con  preferencia  el  sistema 
métrico  de  pesos  y medidas. 

i)  Las  fotografías  y microfotografias  se 


someterán  como  copias  en  papel  de  lustre  sin 
montar.  Los  dibujos  y gráficas  deben  prepa- 
rarse a tinta  negra  y en  papel  blanco.  Todas 
las  ilustraciones  deben  estar  numeradas  (nú- 
meros arábigos)  e indicar  la  parte  superior 
de  las  mismas.  Debe  escribirse  una  leyenda 
para  cada  ilustración. 

j )  Las  referencias  deben  ser  numeradas 
sucesivamente  de  acuerdo  con  su  aparición  en 
el  texto.  Los  siguientes  ejemplos  pueden  servir 
de  modelo: 

6.  Koppisch,  E.  Pathology  of  arterios- 
clerosis. Bol.  Asoc.  Med.  P.  Rico  46: 
505,  1954.  (artículo  de  revista). 

4.  Wintrobe,  M.  M.  Clinical  Hematology, 
3rd  Ed.  Lea  and  Febiger,  Philadel- 
phia, 1952,  p.  67.  (libro). 

Deben  usarse  solamente  las  abreviaturas  in- 
dicadas en  el  Cumulative  Index  Medicus  que 
publica  la  Asociación  Médica  Americana. 

Instructions  to  Authors: 

The  Boletín  will  accept  for  publication  con- 
tributions relating  to  the  various  areas  of  me- 
dicine surgery  and  allied  medical  sciences. 
Special  articles  and  correspondence  on  sub- 
jects of  general  interest  to  physicians  will  also 
be  accepted.  All  material  is  accepted  with  the 
understanding  that  it  is  to  be  published  solely 
in  this  journal. 

In  order  to  facilitate  review  of  the  article 
by  the  Editorial  Board  and  the  work  of  the 
printer,  the  authors  must  conform  with  the 
following  instructions: 

a)  The  entire  manuscript,  including  legends 
and  refei  cnees,  should  be  typewritten  double- 
spaced in  duplicate  with  ample  margins. 

b)  A separate  title  page  should  include  the 
following:  title  (not  to  exceed  80  characters 
and  spaces),  author’s  name  (s) ; institution, 
aiul  author’s  mailing  address. 

c)  Articles  reporting  the  results  of  clinical 
studies  or  laboratory  investigation  should  he 


orpanized  under  the  followinp  headings:  (1) 
introduction,  (2)  material  and  methods,  (3) 
results,  (4)  discussion,  (5)  summary  in  En- 
glish and  Spanish,  (6)  references. 

d)  Case  reports  will  include  (1)  introduc- 
tion, (2)  description  of  the  case,  (3)  discus- 
sion, (4)  summary  in  English  and  Spanish, 
(5)  references. 

e)  Tables,  footnotes  and  legends  to  figures 
should  appear  in  separate  sheets. 

f)  If  the  paper  has  been  presented  at  a 
meeting,  the  place  and  date  should  be  stated 
as  a footnote. 

g)  Generic  names  of  drugs  should  be  used. 
Trade  names  may  also  be  given  in  parenthe- 
sis, if  desired. 

h)  Metric  units  of  measurement  should  be 
used  preferentially. 


i)  Photographs  and  photomicrographs 
should  be  submitted  as  glossy  prints,  unmount- 
ed. Drawings  and  graphs  should  be  made  in 
black  ink  on  white  paper.  All  illustrations 
should  be  numbered  (Arabic)  and  the  top 
indicated.  A legend  should  be  given  for  each. 

j)  References  should  be  numbered  serially 
as  they  appear  in  the  text.  The  following  form 
will  be  used: 

6.  Koppisch,  E.  Pathology  of  arterios- 
clerosis. Bol.  Asoc.  Med.  P.  Rico  46: 
505,  1954.  (for  journal  articles). 

4.  Wintrobe,  M.  M.  Clinical  Hematology, 
3rd  Ed.  Lea  and  Febiger,  Philadel- 
phia, 1952,  p.  67,  (for  books). 
Abreviations  will  conform  to  those  used  in  the 
Cumulative  Index  Medicus,  published  by  the 
American  Medical  Association. 
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Side  Effects:  The  majority  of  side  effects  with  chlorpropamide  have  been  dose-related  and  tran- 
sient, and  have  responded  to  dosage  reduction  or  drug  withdrawal.  These  may  include  anorexia, 
nausea,  vomiting,  epigastric  discomfort  and  various  vague  neurologic  symptoms,  particularly 
weakness  and  paresthesias.  Reactions  associated  with  idibsyncrasy  or  hypersensitivity  occasion- 
ally occur  (i.e.,  cholangiolitic  jaundice,  skin  eruptions  rarely  progressing  to  erythema  multi- 
forme and  exfoliative  dermatitis,  depression  of  formed  elements  of  the  blood),  usually  during 
the  first  six  weeks  of  treatment.  Some  side  effects  associated  with  hypersensitivity  may  be  severe 
and  death  has  been  reported  in  rare  instances.  Chlorpropamide  should  always  be  discontinued 
promptly  when  the  development  of  sensitivity  is  suspected.  The  occurrence,  singly  or  together, 
of  skin  rash,  low  grade  fever,  eosinophilia,  severe  diarrhea  due  to  nonspecific  proctocolitis  (some- 
times accompanied  by  bleeding  into  the  lower  bowel)  calls  for  immediate  termination  of  treat- 
ment. Leukopenia,  thrombocytopenia  and  mild  anemia  occur  occasionally,  but  are  generally 
benign.  One  case  of  aplastic  anemia  and  two  of  agranulocytosis  have  been  reported. 

Precautions:  Careful  observation  of  the  patient  at  least  once  weekly  for  possible  hypersensitivity 
reactions  is  advisable  during  the  first  six  weeks  of  therapy.  Patients  should  be  instructed  to  imme- 
diately report  pruritus,  skin  rash,  jaundice,  dark  urine,  light  stools,  low  grade  fever,  sore  throat, 
diarrhea  or  malaise.  Therapy  with  the  drug  does  not  obviate  the  need  for  standard  dietary  regu- 
lation, and  uncooperative  or  careless  patients  are  not  suitable  candidates  for  treatment  with 
chlorpropamide. 

Progressive  elevation  of  the  alkaline  phosphatase  suggests  the  possibility  of  incipient  jaundice 
and  requires  discontinuance  of  the  drug.  Barbiturates  should  be  used  with  discretion,  since  their 
action  may  be  prolonged  by  chlorpropamide.  In  patients  with  Addison’s  disease,  possible  exag- 
gerated hypoglycemic  effects  suggest  cautious  use.  In  some  patients,  a disulfiram-like  reaction 
may  be  produced  by  ingestion  of  alcohol.  Dosage  in  excess  of  requirernents  can  produce  hypo- 
glycemia. In  such  cases,  therapy  should  be  discontinued;  close  supervision  for  a minimum  of 
3 to  5 days  is  essential,  and  frequent  feedings  or  glucose  administration  is  imperative.  The  an- 
orectic or  profoundly  hypoglycemic  patient  should  be  hospitalized. 

Contraindications:  Chlorpropamide  is  not  indicated  as  sole  agent  in  juvenile  diabetes,  severe  or 
unstable  brittle  diabetes,  or  diabetes  complicated  by  acidosis,  coma,  infection,  surgical  proce- 
dures or  severe  trauma.  In  such  cases,  insulin  is  indispensable,  although  chlorpropamide  given 
alone  has  controlled  some  patients  with  mild  and  stable  adult  diabetes  during  the  stress  of  mild 
infection  or  minor  surgery.  Chlorpropamide  is  contraindicated  in  pregnancy,  and  in  those  patients 
with  .serious  impairment  of  hepatic,  renal  or  thyroid  function.  Serious  consideration  ghould  be 
given  to  the  potential  hazard  of  its  use  in  women  of  childbearing  age. 

Formulas:  100  mg.  and  250  mg.  scored  tablets. 

More  detailed  professional  information  available  on  request. 


Contra  los  edemas  y la  hipertensión 


ENDURON 


MARCA  REGISTRADA 


(Meticlotiacida  Abbott) 


Diurético-hipotensor  muy  activo, 
de  acción  proiongada 
y baja  toxicidad. 


El  Endurón  es  un  nuevo  agente  diurético  de  uso  oral; 
químicamente  pertenece  al  grupo  de  los  derivados  de  la 
benzotiadiacina  ( tiacida ) . 

Sus  efectos  predominantes  son;  diuresis,  natruresis  y clo- 
ruresis,  casi  sin  alteración  de  las  concentraciones  del  po- 
tasio sanguíneo.  Aunque  aumenta  la  excreción  de  sodio, 
la  de  potasio  no  aumenta  en  la  misma  proporción,  por  lo 
tanto,  raramente  hay  peligro  de  hipopotasemia  en  los  en- 
fermos tratados  con  Endurón. 

Desde  el  punto  de  vista  clínico  tiene  varias  ventajas  sobre 
los  otros  miembros  del  grupo: 

Acción  potente:  10  mg.  de  Endurón  producen  una  na- 
truresis tan  considerable  como  el  efecto  máximo  produ- 
cido por  las  otras  tiacidas. 

El  efecto  del  Endurón  dura  por  lo  menos  24  horas, 
permitiendo  un  tratamiento  satisfactorio  F>or  medio  de 
vma  dosis  diaria. 

Produce  mayor  excreción  de  sodio  por  unidad  de  potasio 
excretado,  y menos  pérdida  total  de  este  elemento. 

Disponible  en  tabletas  de  5 mg.  partibles  por  la  mitad  para 
ajustar  la  dosis.  Frascos  de  25  y 100  tabletas. 


ABBOTT  LABORATORIES  PUERTO  RICO,  INC. 

BOX  7278  BO.  OBRERO  STA.  • CALLE  CAYEY  ESQ.  WM.  JONES 
MARTIN  PEÑA-PARADA  • SANTURCE,  P.R. 


Meedó 

FOR  THE  PATIENT  WHO  REALLY  WANTS  TO  LOSE  WEIGHT  . . . 

A 

Your  Supervision 


Obedrin-LA 


The  success  of  practically  any  weight 
control  plan  depends  on  the  patient's  atti- 
tude. An  understanding  of  the  underlying 
causes  of  food  craving  and  a strong  will- 
ingnessto  solvethe  problem  of  overweight 
are  necessary.  Lack  of  this  attitude  ex- 
plains the  infrequent  success  of  many 
ventures  in  weight  control. 

For  your  patient  who  really  needs  to  lose 
weight,  this  program  is  most  effective: 

«PHYSICIAN  SUPERVISION-toplan 

a safe,  effective  and  individually  tailored 
route  for  weight  loss,  with  frequent  physi- 
cal checkups  to  uncover  any  elements 
which  may  change  the  plan. 

«OBEDRIN-LA— not  just  an  anorectic, 
Obedrin-LA  covers  a wide  range  of  needs 
from  vitamin  supplementation  and  tissue 
fluid  mobilization  to  appetite  suppression 
and  mood  elevation  in  one  convenient,  all- 
day, optimum  level,  "trickle  release"  form. 


«OBEDRIN  MENU  PLAN  —a  common 
sense  diet  that  solves  the  problem  of 
calorie-counting  while  encouraging  sus- 
tained good  eating  habits  after  weight 
reduction  is  accomplished. 

Dosage  is  1 tablet  daily,  usually  at  10  a. m. 
Supplied  in  bottles  of  50  and  250  tablets, 
on  prescription  only. 

Caution : Insomnia,  excitability,  nervous- 
ness may  occur  if  dosage  is  excessive. 
These  occur  infrequently  and  are  mild 
with  the  recommended  dosage.  Use  with 
caution  in  patients  having  a sensitivity  to 
sympathomimetic  compounds  or  barbi- 
turates and  in  cases  of  coronary  or  cardio- 
vascular disease  or  severe  hypertension. 
Excessive  use  of  amphetamines  by  unsta- 
ble individuals  has  been  reported  to  result 
in  a psychological  dependence.  In  such 
instances,  withdrawal  of  the  medication 
is  necessary.  All  medication  should  be 
used  with  caution  in  pregnant  patients, 
especially  in  the  first  trimester. 


O bed  r-i  rt®- L.  A* 

-TRICKLE  RELEASE-  TABLETS 

Each  tablet  contains  Methamohetamine  HCl*.  12.5  mg.¡  Pentobarbital*.  50  mo-  (Bar* 
bituric  Acid  derivative.  Warning.  May  be  habit  forming);  Ascorbic  Acid,  200  mg.; 

Thiamine  Mononitrate.  1 mg.;  Riboflavin,  2 mg.;  'Nicotinic  Acid  (Niacin),  10  mg. 

•U.S.  Pat.  Nos.  2,736.682  ; 2,809.916  ; 2,809.917;  2.809,918  and  pat.  pend. 

THE  S,  E.  MASSENGILL  COMPANY  Bristol,  Tennessee 


Premarin® 

BRAND  OPa  a ■ ■ 

conjugated  estrogens 


(equine) 


Estrogen  has  long  been  employed  as  replacement  therapy  in  the  menopause  and  in  such 
clinical  disorders  as  postmenopausal  osteoporosis  and  senile  vaginitis.  A fuller  recogni- 
tion of  estrogen  as  the  “metabolic  strength”  of  women— of  its  beneficial  effect  on  practically 
every  system,  organ,  and  tissue  of  the  body— provides  a scientific  basis  for  the  wider  ac- 
ceptance of  the  concept  that  estrogen  administration  should  be  continued  beyond  the  limits 
of  the  actual  menopause  for  its  protective  influence  on  vital  processes,  notably  cardio- 
vascular, bone  and  protein,  and  cellular  metabolism.*®  This  may  be  done  rationally  and 
safely,  using  the  vaginal  smear  as  a practical  and  reliable  guide  to  management.'  Wilson* 
concurs  with  earlier  findings  that  there  is  no  cancer  risk  with  long  term  estrogen  therapy. 
Effectiveness:  Specific  for  estrogen  replacement  therapy  in  the  menopause  and  postmenopause. 
Usual  dosage:  1.25  mg.  daily.  Increase  or  decrease  as  required.  Caution:  In  the  female:  To  avoid  con- 
tinuous stimulation  of  breast  and  uterus,  cyclic  therapy  is  recommended  (3  week  regimen  with  1 week 
rest  period— Withdrawal  bleeding  may  occur  during  this  1 week  rest  period).  In  the  male:  Continuous 
therapy  over  prolonged  periods  of  time  may  produce  gynecomastia,  loss  of  libido,  and  testicular  atrophy. 

AYERST  LABORATORIES  New  York  17,  N.Y.  • Montreal,  Canada 


(References  available  on  request.) 


í V > 

i 

I Why  do  74%  of  doctors  prefer 

» 

evaporated  milk  for  formula  feeding? 

• Proven  nutritional  value! 

i 

Readily  diluted  and  supplemented  for  the  infant’s  changing 
needs,  the  evaporated  milk  formula  fulfills  the  nutritional  re- 
quirements of  most  infants  from  birth  throughout  infancy.  A 
proven  history  of  successful  feeding  makes  evaporated  milk 
the  most  widely  used  form  of  milk  for  infant  feeding  today. 

Carnation’s  position  of  responsibility  and  leadership  in  the 
specialized  field  of  infant  feeding  is  important  in  the  choice 
of  formula  milks.  Carnation  is  the  preferred  brand  by  far 
for  infant  feeding  throughout  the  world, 
i 


WORLD’S  LEADER  BY  FAR,  FOR  INFANT  FORMULA  FEEDING 


"frvm  Conunud  Cows” 


• Permits  the  doctor  to  prescribe 
for  the  baby’s  changing  needs 

• Curd  tension  zero 

• Digestible,  uniform,  safe 

• Low  incidence  of  allergy 

• Simple  to  prepare 


Mejoría  decididamente  mas  rapida"’  ’ 


Al  cambiar  el  curso  de  la  inflamación,  reducir  el 
edema  y estimular  las  fuerzas  curativas  naturales, 
ANANASE  acelera  el  proceso  de  recuperación  y 
disminuye  el  costo  y la  duración  de  la  convale- 
cencia después  de  accidentes.  Como  terapia  co- 
adyuvante, ANANASE  ha  demostrado  su  eficacia 
en  esguinces'  ^ torceduras',  fracturas'’ lesiones 
traumáticas  de  los  ojos" laceraciones",  y disloca- 
ciones", Rara  vez  ocurren  efectos  secundarios 
indeseables'". 

Dosis  corriente  para  adultos:  Dos  grageas  cuatro  veces  diarias. 
Para  mantenimiento,  una  gragea  tres  o cuatro  veces  diarias. 
Envase:  Frascos  de  12  y 48  grageas  amarillas.  Cada  gragea 
contiene  50.000  unidades  RORER  de  bromelina  (enzima  pro- 
teolitica). 


Referencias:  1.  Cirelli,  M.  G.:  Delowore  M.  J.  34  159  (¡unió)  1962. 
2.  LIndenberg,  L.  M.:  Current  Podiatry  ?2;7  (diciembre)  1963.  3.  Stoy- 
man,  J.  W,,  Jr.,  y Stiffel,  J : J.  Germontown  Hosp.  2;79  (agosto) 
1961.  4.  Monninger,  R.  H.  G.:  E.E.N.T.  Digest  24.13  (enero)  1962. 
5.  Monninger,  R.  H.  G.:  Trans.  Ophthalmol.  Soc.  United  Kingdom 
81;481,  1961.  6.  Martin  G.  J.,  Ehrenreích,  J.  y Asbell,  N.:  Exper. 
Med.  & Surg.  20:227  (septiembre)  1962. 

Ananasé 

Bromelina 

Terapia  enzimática  vegetal  antiinflamatoria 
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because  of  these  results  this  was  said 


“It  [Albamycin  T]  should  be  particular- 
ly useful  in  the  treatment  of  those  in- 
fections dealt  with  in  the  home  or  the 
office  where  the  services  of  a bacterio- 
logical laboratory  are  not  available,  or 
where  it  is  not  advisable  to  withhold 
treatment  until  a sensitivity  test  can 
be  reported.  It  should  also  be  a valu- 
able form  of  therapy  where  mixed  in- 
fections are  a problem.” ‘ 

for  adults 

ALBAMYCIN  T CAPSULES  Bottles  of  16  and  100 


Each  capsule  contains: 

Albamycin  (as  novobiocin  sodium)  125  mg. 

Tetracycline  hydrochloride  125  mg. 


Dosage:  1 or  2 capsules  three  or  four  times  daily. 

for  children 

ALBAMYCIN  T FLAVORED  GRANULES 

Bottles  of  60  cc.  (when  reconstituted) 

When  granules  are  mixed  with  sufficient  water  (50 
cc.)  to  fill  bottle  to  a total  of  60  cc.,  each  5 cc.  (tea- 
spoonful) of  the  suspension  contains: 

Albamycin  (as  novobiocin  calcium)  62.5  mg. 

Tetracycline  (equivalent  to 
tetracycline  hydrochloride)  62.5  mg. 

Children  enjoy  the  pleasant  orange-peppermint 
flavor. 

Dosage:  0.6  to  1.0  cc.  per  kg.  of  body  weight  per 
day  in  two  to  four  divided  doses. 

Cautions:  Contraindicated  in  persons  sensitive  to 
novobiocin  or  the  tetracyclines.  Use  may  permit 
overgrowth  of  nonsusceptible  organisms,  so  con- 
stant observation  of  patient  essential.  Side  reac- 
tions infrequent- principally  mild  nausea  and  ab- 
dominal cramps.  Urticaria  and  maculopapular  der- 
matitis reported  more  frequently;  leukopenia  and 
other  blood  dyscrasias  have  occurred  occasionally. 
Make  routine  total  and  differential  blood  cell  counts 
during  administration.  Tetracyclines  may  form  a 
stable  calcium  complex  in  bone-forming  tissue,  but 
no  serious  effects  have  been  reported  to  date.  Tooth 
discoloration,  which  may  occur  when  drug  is  given 
during  tooth  development,  is  usually  seen  only  with 
long-term  use.  Avoid  administration  of  novobiocin 
to  premature,  newborn,  and  young  infants  because 
it  may  interfere  with  conjugation  of  bilirubin.  Dis- 
continue in  children  and  adults  if  jaundice  develops. 
Warning:  Novobiocin  possesses  a significant  index 
of  sensitization.  Discontinue  therapy  if  allergic  re- 
actions cannot  be  controlled  by  antihistamines. 

1.  DeVries,  J.  A.;  Applied  Therapeutics,  3:356-368  (May)  1961. 
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to  eradicate  signs  and  symptoms  of 
allergic  or  inflammatory  dermatoses 

Celeslioné 

(betamethasone^) 


CLINICAL  CONSIDERATIONS.  Indications:  Celestone 
(betamethasone,  Schering)  is  indicated  in  the  manage- 
ment of  various  allergic,  dermatologic,  ocular,  rheu- 
matic and  other  conditions  kno\wn  to  be  responsive  to 
corticosteroid  therapy. 

Dosage  and  Administration:  The  dosage  of  Celestone 
(betamethasone)  must  be  adjusted  to  individual  patient 
requirements:  i.e.,  severity  of  the  condition,  anticipated 
duration  of  therapy,  tolerance  to  the  steroid  and  re- 
sponse obtained.  The  lowest  effective  dose  should  be 
employed.  When  corticosteroid  therapy  is  no  longer 
required,  the  dosage  of  this  drug  should  be  reduced 
gradually  and  then  discontinued.  Withdrawal  of  therapy 
should  be  gradual.  Package  literature  should  be  con- 
sulted for  detailed  dosage  schedules. 

Precautions:  Although  Celestone  (betamethasone)  dif- 
fers significantly  in  potency  and  electrolyte  effects,  it 
is  a corticosteroid  and  hence  is  potentially  capable  of 
causing  any  of  the  reported  side  effects  of  other  such 
compounds.  As  with  other  corticosteroids,  recurrence 


of  complications  of  peptic  ulcer  may  occur  during 
therapy  with  this  drug.  Package  literature  should  be 
consulted  for  details. 

Contraindications:  Active,  questionably  healed,  or  sus- 
pected tuberculosis  and  herpes  simplex  of  the  eye  are 
absolute  contraindications.  Discretion  should  be  used 
in  administering  Celestone  (betamethasone)  to  preg- 
nant patients  particularly  during  the  early  months. 

Use  of  this  corticosteroid  in  the  controlled  diabetic 
patient  should  be  closely  observed.  In  individuals  ex- 
posed to,  or  in  the  active  phase  of,  exanthematous  dis- 
ease, it  may  be  desirable  to  discontinue  all  corticos- 
teroid therapy. 

For  complete  product  details,  consult  Schering  lit- 
erature available  from  your  Schering  representative,  or 
Medical  Services  Department,  Schering  Corporation, 
Union,  New  Jersey. 

Packaging:  Bottles  of  30,  100,  1000.  Tablets 

of  0.6  mg.  each.  • TRAOCMARK  CCS49>J>PR 

SCHERING  CORPORATION  U.S.A. 


PLASMA  17>0H-CS  ¡ig/m  mi. 


Kenacort 

at 


Sets  new  standards  in  corticosteroid 
usefnlness  and  safety 


üy  giving  the  patient  the  total  daily  dose  of 
Kenacort  at  8 A.M.,  therapy  keeps  pace  with  the 
body’s  own  24-hour  cycle  of  adrenocortical  secretion 
—active  between  midnight  and  8 A.M.,  and  rela- 
tively inactive  thereafter.*-^ 

Because  ‘Kenacort  at  8’  provides  corticosteroid 
activity  when  it  is  needed— at  the  time  of  endogenous 
ebb— this  therapeutic  concept  extends  the  practical 
value  of  the  corticosteroids  to  hitherto  unattained 


levels  of  usefulness  and  safety. 


Theoretical  chart  to  show  plasma  levels  of  exogenous  corticosteroid  (triamcino- 
lone) following  administration  at  8 A.M.  Triamcinolone  has  virtually  disappeared 
from  the  plasma  by  2:00  A.M.  the  following  morning,  when  endogenous  cortico- 
steroid production  begins  to  increase. 


A Century  of  Experience  Builds  Faith 


Unimpaired  anti-inflammatory  activity 

The  persistence  of  anti-inflammatory  effect,  even  after  all 
traces  of  the  corticosteroid  have  disappeared  from  the  tissue, 
makes  single,  total  doses  at  long  intervals  equally  as  effective 
as  several  fractional  doses  at  frequent  intervals.^-*-^ 

Reduced  risk  of  side  effects 

Unlike  divided  doses,  'Kenacort  at  8'  does  not  increase  the 
naturally  high  blood  levels  at  the  peak  of  adrenal  cortical  se- 
cretion. The  typical  side  effects  of  corticosteroid  therapy  includ- 
ing the  inhibition  of  adrenocortical  function  resulting  from 
prolonged  excessively  high  corticosteroid  plasma  levels,*-*-* 
are  less  likely  to  occur  with  ‘Kenacort  at  8.’ 

The  Kenacort  at  8’  concept  requires 
the  use  of  Kenacort 

Kenacort  persists  longer  in  the  blood  than  other  corticoste- 
roids;* in  fact,  the  biological  half-life  of  Kenacort  is  signifi- 
cantly longer  than  that  of  any  corticosteroid  tested,  including 
cortisol,  prednisolone  methylprednisolone  and  dexametha- 
sone.®-u  With  Kenacort  the  possibility  of  an  excessive  lag  in 
protective  corticosteroid  blood  levels  between  endogenous  and 
exogenous  peaks  is  virtually  eliminated.  * 

References:  1.  Editorial:  Am.  J.  Med,  2Í  :321  (Sept.)  19S6.  2.  Migeon,  C.J.<  ct  al.: 
J.  Clin.  Endocrinology  and  Metaboliam  76:622  (May)  19S6.  3.  Reicbliog.  C.H.,  and 
Ktigman,  A.M.:  Arch.  Dermal.  93:980  (June)  1961.  4.  Dougherty,  T.F.,  et  al.:  Endo- 
crinology 62;4SS  (Apr.)  1958.  5.  Matthew»,  H.A.:  Medical  Times  90:934  (Sept.)  1962. 
6,  Dubois,  E.L.,  and  Adler.  D.C.:  Curr.  Tberap.  Rea.  5:43  (Feb.)  1963.  7.  Harter, 
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IDIOPATHIC  PRIAPISM 


Priapism  is  an  involuntary,  painful  and 
sustained  erection  of  the  penis  unaccom- 
panied by  sexual  desire.  It  is  due  to  a lack 
of  balance  between  the  blood  flowing  into 
and  out  of  the  corpora  cavernosa  resulting 
in  a trapping  of  blood  within  these  structures. 
The  decreased  blood  flow  through  the 
corpora  leads  to  local  thickening  of  the 
blood  probably  by  dialysis  and  increased 
carbon  dioxide  tension.  The  septa  of  the 
corpora  become  edematous  producing  vas- 
cular obstruction.  Failure  to  correct  the 
priapism  will  eventually  terminate  in  fibrosis 
of  the  corpora  cavernosa  with  complete  loss 
of  the  erectile  ability. 

Priapism  may  be  of  neurogenic  origin  as 
in  high  spinal  cord  injuries,  syphilitic  cerebro- 
spinal disease  and  spinal  anesthesia.  It  may 
result  from  mechanical  involvement  as  in 
infiltration  by  leukemia,  metastatic  tumors, 
sickle  cell  disease,  tularemia  and  venous 
thrombosis.  A transitory  type  of  priapism  is 
observed  after  manipulation  of  the  posterior 
urethra  and  in  inflammatory  lesions  of  the 
urethra  and  penis.  Priapism  has  also  been 
observed  in  patients  with  carbon  dioxide 
intoxication  and  persons  who  have  just  been 
hanged.  However,  the  most  common  ty]je 
of  persistent  priapism  is  idiopathic  in  origin. 


From  the  Section  of  Urology,  Department 
of  Surgery,  School  of  Medicine,  University  of 
Puerto  Rico. 


Bernardino  Gonzalez-Flores,  M.D. 

Fernando  O.  Recio,  M.D. 

The  treatment  includes  conservative  meas- 
ures as  local  hypothermia,  deep  sedation, 
analgesia,  hypnosis,  oxygen  inhalations,  sys- 
temic anticoagulants,  systemic  fibrinolysin 
therapy,  estrogenic  hormones,  systemic  enzy- 
mes, ganglionic  blocking  agents  as  arfonad 
camphorsulfonate,  general  anesthesia,  spinal 
anesthesia,  regional  anesthesia,  lumbar  sym- 
pathetic anesthesia,  intravenous  procaine, 
forcible  massage  of  the  penis  under  anes- 
thesia and  application  of  leeches  for  their 
local  anticoagulant  effects.  In  the  surgical 
management  the  following  procedures  have 
been  done:  aspiration  of  the  corpora  caver- 
nosa plus  local  irrigation  with  saline,  anti- 
coagulants or  enzymes;  aspiration  of  corpora 
cavernosa  with  controlled  hypotension;  liga- 
tion of  one  or  both  internal  pudendal  arteries; 
ligation  of  one  or  both  hypogastric  arteries; 
incision  and  drainage  of  the  corpora  caver- 
nosa; division  of  the  ischio  cavernous  muscles 
and,  more  recently,  saphenous-corpus  anas- 
tomosis. Underlying  conditions  producing 
priapism  arc  treated  in  the  most  appropiate 
manner. 

Presentation  of  Coses  and  Results 

Table  I summarises  our  experience  with 
priapism.  In  this  series  of  five  patients,  four 
were  seen  at  the  University  Hospital  (case 
No.  1,  case  No.  2,  case  No.  3,  case  No.  5)  and 
one  (case  No.  4)  at  the  Hato  Rey  Psychiatric 
Hospital.  Four  of  the  five  cases  were  psy- 
chiatric patients. 
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The  four  patients  admitted  through  the 
emergency  room  were  seen  between  36  and 
120  hours  after  the  onset  of  the  priapism.  In 
case  No.  4 the  priapism  appeared  during  a 
period  of  hospitalization  and  was  examined 
8 hours  after  the  onset  of  the  erection. 

Case  No.  3 had  repeated  episodes  of  priap- 
ism at  his  home  lasting  from  one  to  3 hours 
during  the  previous  eight  years  which  subsid- 
ed spontaneously  with  ice  bags  and  home 
remedies.  The  onset  of  priapism  in  case  No.  5 
occured  after  an  aggressive  masturbation. 
The  other  three  patients  had  no  history  of 
previous  episodes  of  priapism,  masturbation 
or  prolonged  sexual  intercourse. 

Case  No.  1 reasoned  that  he  probably  could 
get  rid  of  his  persistent  erection  by  having 
sexual  intercourse  with  his  wife.  He  had  pro- 
longed intercourse  which  ended  up  with  an 
ejaculation  accompanied  by  severe  pain  along 
the  penis  and  suprapubic  region.  The  priap- 
ism persisted  and  it  was  then  that  he  decided 
to  see  a physician. 

Examination  of  the  patients  revealed  com- 
plete erections  involving  only  the  corpora  ca- 
vernosa. The  corpus  spongiosum  was  never 
involved  by  the  erection.  All  patients  com- 
plained of  moderately  severe  pain  in  the  penis. 

Immediately  upon  admission  all  patients 
were  placed  on  deep  sedation  and  analgesia 
which  had  no  effect  upon  the  erections. 

Case  No.  5 was  treated  only  with  sedatives 
and  analgesics  because  he  refused  othér  types 
of  treatment.  His  priapism  slowly  receded 
and  was  discharged  12  days  after  admission 
with  a 20%  erection. 

Spinal  anesthesia  was  used  in  four  patients 
with  priapism  without  any  appreciable  effect. 

In  three  cases  (No.  1,  No.  2,  No.  3)  general 
anesthesia  with  sodium  penthotal,  nitrous 
oxide  and  fluothane  alone  or  combined  was 
unsuccessfully  used. 

General  anesthesia  plus  arfonad  was  used 
in  case  No.  2 and  No.  3.  The  systolic  blood 
pressure  was  lowered  to  a maximum  of  40  mm 
of  mercury.  A dramatic  decrease  in  the  priap- 
ism was  observed  in  case  No.  3 and  to  some 
extent  in  case  No.  2 when  the  blood  pressure 


was  down  to  40  mm  of  mercury.  However, 
when  the  blood  pressure  was  increased  to  its 
normal  levels  the  penis  regained  its  priapic 
characteristics.  In  case  No.  3 the  angulation, 
size  and  consistency  of  the  penis  correlated 
so  well  with  the  level  of  the  blood  pressure 
that  you  could  almost  guess  the  blood  pres- 
sure by  observing  the  penis. 

The  corpora  cavernosa  were  aspirated  in 
four  cases  using  a No.  14  gauge  needle  under 
spinal  (No.  1,  No.  4)  or  general  (No.  2,  No. 
3)  anesthesia.  Besides  the  aspiration  the 
corpora  were  irrigated  with  a heparin  solution 
in  case  No.  1 and  with  saline  in  case  No.  3. 
The  aspiration  produced  a thick-sludge  of 
dark  unclotted  blood  which  ranged  from  30  cc. 
to  250  cc.  In  three  cases  (No.  2,  No.  3,  No.  4) 
the  corpora  refilled  immediately  after  the  as- 
piration regardless  of  the  amount  of  blood  as- 
pirated. In  case  No.  1 the  corpora  did  not  refill 
immediately  after  the  aspiration  and  in  a few 
hours  the  priapism  subsided  almost  complete- 
ly- 

In  case  No.  4,  although  the  corpora  refilled 
immediately  after  aspiration,  the  priapism 
subsided  to  20%  in  24  hours  and  to  about  10% 
in  48  hours.  In  the  other  cases  (No.  2,  No.  3) 
in  which  the  corpora  refilled  immediately 
after  aspiration,  the  priapism  slowly  decreas- 
ed, but  by  the  time  of  discharge,  5 and  9 days 
after  admission  respectively,  the  penis  re- 
mained with  over  60%  erection. 

It  was  observed  that  following  aspiration, 
and  in  spite  of  the  refilling  of  the  corpora, 
the  rather  severe  pain  which  invariably  ac- 
companies the  priapism,  was  greatly  alleviat- 
ed. 

Patients  were  followed  for  periods  of  time 
ranging  from  four  months  to  five  and  a half 
years.  Three  married  patients  (No.  1,  No.  3, 
No.  4)  complained  of  complete  impotence. 
They  were  unable  to  initiate  the  slightest  erec- 
tion following  the  priapism.  The  other  two 
patients  (No.  2,  No.  5)  who  were  single,  and 
under  intense  psychiatric  treatment,  claimed 
that  they  were  capable  of  initiating  and  sus- 
taining occasional  erections. 

All  patients  had  evidence  of  fibrosis  of  the 
corpora  cavernosa  clinically.  In  cases  No.  1, 
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No.  3 and  No.  4 palpation  revealed  that  the 
induration  involved  the  entire  corpora  caver- 
nosa being  more  pronounced  at  its  distal 
third.  The  size,  angulation  and  appearance 
of  the  penis  was  that  of  a normal  individual. 
In  cases  No.  2 and  No.  5 there  was  15%  re- 
sidual priapism  with  induration  of  the  corpora 
cavernosa. 

It  is  interesting  to  report  that  case  No.  3, 
the  only  non-psychiatric  patient,  fathered  a 
child  a year  after  the  episode  of  priapism  in 
spite  of  being  completely  impotent  and  with 
fibrosis  of  the  corpora  cavernosa.  He  had  oc- 
casional “sexual  intercourse”  with  a cooper- 
ative wife  which  resulted  in  pleasurable  ejac- 
ulation. 

An  analysis  of  the  above  data  is  presented 
in  table  1. 

Discussion 

The  patient  with  priapism  usually  seeks 
medical  advice  relatively  late  after  the  onset 
of  the  condition.  If  the  condition  is  arrested 
early,  permanent  damage  to  the  corpora 
cavernosa  may  be  avoided.  This  is  substan- 
tiated by  reports  ( 1 ) of  patients  with  recur- 
rent priapism  lasting  several  hours  followed 
by  complete  recovery  without  residual  injury 
to  the  corpora.  Many  of  these  patients,  how- 
ever, sooner  or  later  develop  a persistent 
erection  which  requires  intervention.  One  of 
our  patients  had  recurrent  episodes  of  pria- 
pism for  as  long  as  3 hours  for  8 years  with- 
out any  loss  of  sexual  potency.  It  seems  log- 
ical to  treat  these  agressively  as  emergency, 
during  the  first  few  hours  after  the  onset 
of  the  disease. 

Spontaneous  remission  of  well  established 
priapism  for  periods  as  long  as  36  hours  fol- 
lowed by  normal  erection  thereafter  has  been 
occasionally  reported  (l)..We  had  a patient 
who  refused  treatment  other  than  sedation. 
His  priapism  slowly  decreased,  but  by  the  time 
of  discharge,  12  days  later,  he  had  a 20% 


erection.  Nine  months  after  the  onset  of 
priapism  he  still  had  a 15%  residual  erection. 
This  unmarried  patient  claimed  that  he  was 
able  of  initiating  and  maintaining  occasional 
erections.  Although  there  is  the  remote  pos- 
sibility of  spontaneous  recovery  from  pria- 
pism, it  is  dangerous  to  wait  because  of  the 
irreversible  damage  to  the  corpora  cavernosa 
produced  by  prolonged  erection. 

In  our  experience,  deep  sedation,  analgesia 
and  spinal  anesthesia  were  of  no  value  in 
the  treatment  of  priapism.  In  general,  this 
has  been  the  conclusion  of  other  reports  ( 1,2) . 

In  a similar  manner,  controlled  hypoten- 
sion using  ganglionic  blocking  agents,  like 
arfonad  camphorsulfonate,  (3,  4)  had  no  per- 
manent effect  on  the  priapism.  In  the  two 
cases  in  which  it  was  used  the  corpora 
became  moderately  flaccid  while  the  blood 
pressure  was  maintained  at  pre-shock  levels, 
but  regained  the  priapic  characteristics  as 
soon  as  the  blood  pressure  was  returned  to 
normal  level. 

Interruption  of  the  arterial  supply  of  the 
penis  by  bilateral  or  unilateral  ligation  of 
the  pudendal  (5)  or  hypogastric  arteries  was 
not  attempted  in  this  series  because  of  the 
possibility  of  permanent  vascular  defficiency 
with  subsequent  impotence.  Dr.  L.  R.  King 
(6)  reported  three  cases  of  priapism  treated 
unsuccessfully  with  pudental  artery  ligation. 

Saphenous-corpus  anastomosis  (7)  seems  to 
be  a logical  approach  in  the  correction  of 
priapism  provided  that  in  this  condition 
there  is  an  obstruction  to  the  venous  return. 
Nevertheless,  if  the  anastomosis  remains  pat- 
ent there  is  the  danger  of  escape  of  blood 
from  the  corpora  cavernosa  which  would 
preclude  normal  erections.  The  assumption 
that  the  saphenous  vein  undergoes  thrombosis 
a few  weeks  after  the  anastomosis  has  not 
been  proven.  We  suspect  that  the  drainage 
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of  the  corpora  cavernosa  during  the  time  of 
tile  saphenous-corpus  anastomosis  and  not  the 
by-pass  itself  is  responsible  for  the  relatively 
good  results  reported  after  this  procedure. 

There  is  no  evidence  that  venous  throm- 
bosis is  the  mechanism  responsible  for  the 
initiation  and  maintenance  of  idiopathic 
priapism  and  therefore  anticoagulants  and 
fibrinolytic  agents  are  of  questionable  value. 

Aspiration  of  the  corpora  cavernosa  (8) 
is  usually  followed  by  immediate  refilling. 
This  slowly  recedes  during  the  first  or  sec- 
ond week  following  the  aspiration.  In  two 
of  our  aspirated  cases  priapism  disappeared 
during  the  first  48  hours.  Aspiration  when 
properly  performed  should  not  injure  the 
corpora  cavernosa.  It  may  be  repeated  as 
desired.  Aspiration  definitely  decreases  the 
pain  in  the  penis  which  accompanies  pria- 
pism and  accelerates  the  detumescence  of  the 
corpora.  It  is  a simple  procedure  which  may 
be  done  under  local  anesthesia  at  the  office 
or  at  the  emergency  room.  We  recommend 
aspiration  of  the  corpora  cavernosa  as  an 
emergency  procedure  immediately  after  the 
diagnosis  of  priapism  is  made. 

Three  of  our  patients  complained  of  com- 
plete sexual  impotence.  The  other  two  had 
occasional  erections.  Among  the  fifteen  pa- 
tient presented  by  Farrer  and  Goodwin  (1), 
eight  patients  most  probably  had  idiopathic 
priapism.  Seven  of  these  eight  patients  had 
no  erection  or  had  unsatisfactory  intercourse. 
Seven  patients  presented  by  Ilinman,  Jr.  (2), 
developed  partial  or  complete  impotence. 
Adequate  follow  up  of  patients  who  have  re- 
covered from  priapism  usually  reveals  that 
eventually  they  develop  partial  or  complete 
impotence  (1,  2)  regardless  of  the  treatment 
used. 

Induration  or  fibrosis  of  the  corpora  ca- 
vernosa was  observed  in  all  our  cases  after 


recovery  from  priapism.  Farrer  and  Good- 
win ( 1 ) described  the  corpora  in  six  cases 
and  in  all  instances  induration  of  the  corpora 
was  found.  Fibrosis  may  involve  a portion  or 
the  entire  corpora  cavernosa.  Our  three  com- 
pletely impotent  patients  had  fibrosis  of  the 
entire  corpora  cavernosa.  Partial  erections 
are  possible  when  the  fibrosis  is  segmental. 

Summary 

Five  patients  with  idiopathic  priapism  were 
presented.  Four  patients  were  treated  in  the 
conventional  manner  and  one  received  no 
specific  treatment.  The  management  of  these 
patients  and  the  early  and  late  results  were 
discussed.  The  authors  recommend  emergency 
aspiration  of  the  corpora  cavernosa  in  idio- 
pathic priapism. 

Resumen 

Hemos  presentado  cinco  pacientes  con 
priapismo  idiopático.  Cuatro  de  ellos  fueron 
tratados  en  la  forma  convencional  y uno  no 
recibió  tratamiento  específico.  Se  discutieron 
manejo,  resultados  inmediatos  y tardíos  de 
los  pacientes  presentados.  Se  recomienda  as- 
piración de  los  cuerpos  cavernosos  como 
emergencia  en  el  tratamiento  de  priapismo 
idiopático. 
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Introduction 

rhyroid  carcinoma  constitutes  1%  of  all 
forms  of  cancer  in  Puerto  Rico.  The  annual 
incidence  per  100,000  people  is  1.6  in  females 
and  0.3  in  males  and  the  death  rate  is  0.3 
and  0.1  respectively  (1).  The  incidence  and 
mortality  is  low  in  other  countries  also.  Ins- 
pite of  this  relative  benignancy,  the  man- 
ageinent  of  thyroid  cancer  is  controversial. 
In  order  to  evaluate  our  approach  to  this 
type  of  cancer  the  experience  at  the  Univer- 
sity District  Hospital  from  1950  to  1964  has 
been  reviewed. 

Clinical  Material  and  Results 

The  records  of  the  patients  with  thyroid 
cancer  as  well  as  the  cases  that  underwent 


surgery  of  the  thyroid  gland  were  reviewed. 
Forty  cases  of  thyroid  cancer  were  confirmed 
histologically  and  the  predominant  type  was 
the  papillary  carcinoma  (table  1).  In  this 
group,  there  were  35  women  and  5 men.  Their 
ages  ranged  from  14  to  90  yrs.  with  an  aver- 
age age  of  48  years.  Thirty  eight  patients 
were  white  while  only  two  were  colored.  None 
of  the  cases  gave  a history  of  exposure  to  ra- 
diation. 

Two  cases  were  diagnosed  by  biopsy  of 
metastatic  bone  lesions  inspite  of  clinically 
normal  thyroid  glands.  The  diagnosis  was 
made  at  autopsy  in  two  cases.  One  of  them 
died  of  extensive  metastases  in  the  chest 
while  in  the  other  case,  the  finding  was  inci- 
dental. Another  case  was  referred  to  us  be- 
cause of  pulmonary  metastases.  This  was  a 
14  years  old  female  that  had  been  operated 
previously  at  another  hospital.  A remaining 


TABLE  I:  AGE  GROUP  AND  TYPE  OF  TUMORS 


Age  Group 

Papillary 

Mixed 

Follicular 

Undifferentiated 

Hurthle  Cell 

Not  Specified 

Total 

10  - 19 

1 

- 

_ 

1 

_ 

2 

20-29 

2 

- 

1 

- 

- 

- 

3 

30-39 

4 

- 

1 

- 

- 

1 

6 

40-49 

7 

1 

5 

- 

- 

- 

13 

50  - 59 

3 

2 

1 

1 

- 

- 

7 

60  - 69 

3 

1 

- 

- 

- 

- 

4 

70  - 79 

1 

- 

1 

1 

- 

- 

3 

80  - 89 

- 

- 

- 

- 

- 

1 

1 

90  - 99 

- 

1 

- 

- 

- 

- 

1 

Total 

20 

6 

9 

2 

1 

2 

40 

From  the  Department  of  Surgery-School  of 
Medicine,  University  of  Puerto  Rico.  Support- 
ed by:  T2-CA-505U  Cancer  Teaching  Pro- 
gram. 


thyroid  lobe  was  excised  and  further  therapy 
was  accomplished  with  radioactive  iodine.  The 
remaining  35  cases  underwent  surgical  treat- 
ment and  this  is  shown  in  Table  II. 
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TABLE  II; 

SURGICAL 

TREATMENT  OF 

35  CASES  OF 

THYROID  CANCER 

Type 

Lobectomy 

Subtotal 

Thyroidectomy 

Total 

Thyroidectomy 
Radical  Neck 

Total 

Thyroidectomy 

Biopsy  or 

Incomplete 

Resection 

Papillary 

9 

_ 

8 

1 

1 

Mixed  Papillary 
and  Follicular 

1 

1 

1 

1 

Follicular 

7 

- 

- 

2 

- 

Undifferentiated 

1 

- 

- 

- 

1 

Hurthle  Cell 

- 

- 

1 

- 

- 

Total 

18 

1 

9* 

4 

3 

* Positive  nodes  were  present  in  five  cases  that  had  cervical  metastases  clinically,  and  in  one  case  out  of  four 
that  had  negative  necks. 


There  were  160  cases  that  underwent  surge- 
ry for  thyroid  goiter  (table  III).  Seventeen 
cases  were  clinically  diagnosed  as  carcinoma 
and  four  of  them  were  found  to  have  benign 
conditions  such  as  chronic  lymphocytic  thyroi- 
ditis (3  cases)  and  adenomatous  goiter  (1 
case).  Two  cases  of  follicular  carcinoma 
showed  histologic  changes  of  lymphocytic 
thyroiditis. 

Benign  non  toxic  uninodular  goiter  was 
diagnosed  clinically  in  110  patients.  However, 
the  histologic  study  revealed  21  carcinomas 
(17.7%);  59  adenomas  (50%);  32  adenoma- 
tous goiter  (27.1%)  and  5 chronic  lympho- 
cytic goiters  (5%).  None  of  the  clinically 
benign  multinodular  (3  cases)  or  diffuse  non- 
toxic goiters  (8  cases)  revealed  carcinoma. 

The  extent  of  the  disease  is  shown  in  table 
IV.  This  was  limited  to  the  thyroid  in  23 
cases.  Cervical  metastases  w’ere  present  in 
eight  cases  (5%)  and  six  of  these  were  from 
the  papillary  type.  Involvement  of  both  lobes 
by  the  tumor  was  described  in  three  cases 
that  underwent  total  thyroidectomy  for  pa- 
pillary carcinoma.  Lung  or  bone  involvement 
occurred  in  8 patients  (5%). 

The  surgical  therapy  was  varied  and  the 
most  agressive  approach  was  total  thyroidec- 
tomy and  ipsUateral  radical  neck  dissection. 


TABLE  III:  TYPES  OF  THYROID  DISEASES 
TREATED  SURGICALLY 


Carcinoma 

36 

(28.5%) 

Adenoma 

65 

(40.6%) 

Non-toxic  Adenomatous 

(Nodular)  Goiter 

38 

(23.7%) 

Toxic  Goiter 

12 

( 7.5%) 

Thyroiditis 

9 

( 5.6%) 

Total 

160 

TABLE  IV:  EXTENSION  OF 

THYROID  CARCINOMA 

Thyroid  Gland 

19 

Thyroid  Gland  and  Capsule 

4 

Cervical  Metastases 

8 

Adjacent  Extension  (inoperable) 

2 

Lung  or  Bone  Metastases 

7 

This  procedure  was  performed  in  8 cases, 
mostly  for  papillary  tumors.  The  more  conser- 
vative approach  was  lobectomy.  This  was 
performed  in  17  cases,  mostly  for  papillary  or 
follicular  tumors.  Radiotherapy  was  given  to 
two  unresectable  tumors  and  to  a case  of  un- 
differentiated carcinoma  after  lobectomy. 
Hypothyroidism  was  an  expected  complica- 
tion in  the  cases  that  underwent  total  thyroid- 
ectomy. However,  hypoparathyroidism  occurr- 
ed in  five  cases  only.  Thyroid  extract  was 
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given  to  all  the  patients  operated  in  recent 
years  in  order  to  diminish  TSH  influence. 
Nine  deaths  occurred  in  this  series.  Thyroid 
cancer  was  the  cause  of  death  in  si.\  cases. 
An  autopsy  was  performed  in  three  patients 
and  extensive  metastases  were  demonstrated. 
The  other  three  cases  also  had  evidence  of 
distant  metastases  prior  to  their  death.  One 
patient  died  of  bronchogenic  carcinoma  and 
there  were  two  operative  deaths. 

Survival  and  follow  up  is  shown  in  table  V. 
Twenty  four  patients  are  alive  and  seven  are 
lost  to  follow  up.  Only  three  cases  have  a 
follow  up  of  ten  years  or  more. 

Discussion 

The  study  of  this  small  series  of  patients 
with  thyroid  carcinoma  is  more  or  less  in 
agreement  with  the  general  knowledge  of 
the  disease.  Female  patients  were  predomi- 
nantly affected  and  most  of  the  cases  were 
in  the  middle  age  group.  The  papillary  car- 
cinoma was  the  tumor  jnore  frequently  en- 
countered and  there  were  only  two  cases  of 
the  undifferentiated  type.  Cervical  metastases 
occurred  in  6 of  the  20  cases  of  papillary 
tumors  while  this  finding  was  rare  in  the 
other  types.  Agressive  behavior  was  manifest- 
ed in  several  cases.  A 41  year  old  female 
had  an  unresectable  papillary  tumor  with 
cervical  metastases  and  inspite;  of  radio- 
therapy she  died  two  years  later.  Autopsy 
of  this  case  revealed  metastases  to  heart, 
lung  and  bone.  A 77  year  old  female  had  an 
unresectable  undifferentiated  tumor  and 
death  occurred  in  three  weeks.  Autopsy  reveal- 
ed extensive  metastases  also.  Similar  extensive 
findings  were  also  found  during  the  autopsy 
of  an  undiagnosed  case  of  mixed  papillary 
and  follicular  tumor.  A 51  year  old  female 
patient  underwent  lobectomy  for  a follicular 
tumor  and  bone  metastases  occurred  two 
years  later.  The  remaining  thyroid  lobe  was 


then  excised  and  tumor  was  present  in  the 
lobe  although  it  had  been  clinically  negative. 
Contralateral  cervical  metastases  occurred  in 
a 54  years  old  white  female,  3 years  after 
a total  thyroidectomy  and  radical  neck  dis- 
section for  papillary  carcinoma.  A low  grade 
behavior  cannot  be  presented  because  most 
of  the  cases  in  the  series  have  not  been  fol- 
lowed for  over  10  years.  This  same  reason 
precludes  and  adequate  interpretation  as  to 
the  value  of  the  various  surgical  procedures 
that  were  performed. 

The  fact  that  a thyroid  cancer  whether 
well  differentiated  or  not  can  cause  death, 
should  force  the  clinician  towards  and  early 
diagnosis  and  an  adequate  treatment  of  the 
disease.  The  clinically  obvious  or  highly  sus- 
picious malignant  goiters  should  be  submitted 
to  surgery  urgently  although  it  is  recognized 
that  a benign  lesion  will  be  the  finding  in 
some  cases.  The  clinically  benign  non-toxic 
nodular  gland  presents  a more  difficult  prob- 
lem. The  risk  of  cancer  is  known  to  exist 
and  this  has  ranged  from  1 to  24%.  (2). 
Our  series  revealed  a 17.7%  incidence  of 
carcinoma  in  uninodular  glands.  The  fact 
that  nodular  glands  are  a common  finding 
particularly  at  emdemic  areas,  has  lead  to  the 
advise  of  pre-operative  selection  on  the  basis 
of  close  follow  up  for  clinical  changes  and 
on  the  response  to  suppressive  TSH  therapy 
(3)  (4).  However  in  view  of  the  cancer  risk 
obtained  in  our  series,  we  feel  inclined  to 
advise  surgery  for  all  nodular  goiters,  es- 
pecially when  single  nodes  are  present. 

Regarding  an  adequate  treatment  for 
thyroid  cancer,  there  is  no  agreement.  The 
multicentric  origin  and  intraglandular  dis- 
semination of  this  tumor  are  well  document- 
ed and  a total  thyroidectomy  should  be  per- 
formed for  all  types  of  tumors  whenever  pos- 
sible (5.6).  Several  authors  do  not  favor 
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TABLE  V:  SURVIVAL  AND  FOLLOW  UP  OF  36  OPERATED  CASES 


Type  of  Cancer 

Alive  less  than 

5 years 
follow  up 

Alive  5 years 
follow  up 

Alive  less  than 
10  years 
follow  up 

Alive  10  years 
or  more  of 
follow  up 

Unknown 

Dead 

Papillary 

5 

1 

3 

2 

4 

4 

Mixe  Papillary 
and  Follicular 

3* 

_ 

_ 

2 

_ 

Follicular 

2** 

1 

4 

1 

1 

- 

Undifferentiated 

1 

- 

- 

- 

- 

1 

Hurthle  Cell 

1 

- 

- 

- 

- 

- 

Total 

12 

2 

7 

3 

7 

5 

* One  patient  is  living  with  lung  metastases 

**  One  patient  is  living  with  bone  metastases 

radical  surgery  for  undifferentiated  tumors 
since  they  are  very  agressive,  generally  un- 
resectable  and  have  a low  5 year  survival 
inspite  of  radical  procedures  (7).  Radical 
neck  dissection  for  well  differentiated  tumors 
is  not  favored  by  Crile  and  others  (8) . How- 
ever the  procedure  is  favored  by  other  authors 
because  of  a high  incidence  of  cervical  me- 
tastases and  by  the  fact  that  persistent  tumor 
might  change  histologically  towards  a more 
malignant  type  (9,  10). 

Post  operative  TSH  suppressive  therapy 
is  well  accepted  because  of  the  hormonal 
dependency  of  thyroid  tumors  (11).  The  val- 
ues of  radiotherapy  and  radioactive  iodine 
in  the  treatment  of  unresectable  and  recur- 
rent tumors  are  well  recognized  but  there  is 
not  enough  material  with  this  type  of  therapy 
in  our  series. 

Our  recommendations  towards  adequate 
treatment  of  thyroid  cancer  includes  the  fol- 
lowing: 

1 .  Removal  of  all  tumor  by  means  of 
total  thyroidectomy  and  ipsilateral  cerv- 
ical lymphadenectomy  (conventional 
radical  neck  dissection)  in  clinically 
positive  necks.  However,  a radical  neck 


dissection  is  advised  for  papillary  car- 
cinoma even  in  the  absence  of  clinical 
evidence  of  cervical  metastases. 

2 . Contra-lateral  neck  dissection  when 

contralateral  cervical  metastases  are 

detected  clinically. 

3 . Control  of  hormonal  influence  by 

means  of  post-operative  TSH  suppres- 
sion with  thyroid  extract. 

4.  Unresectable  tumors,  recurrences  or 

metastases  should  be  treated  with  either 
radiotherapy  or  radioactive  iodine  de- 
pending on  the  functional  activity  of 
the  lesions. 

Summary 

Forty  cases  of  thyroid  cancer  were  studied. 
The  incidence  of  carcinoma  in  uninodular 
goiters  was  17.7%.  Papillary  carcinoma  is 
the  predominant  type  of  tumor  and  the  dis- 
ease occurred  more  frequently  in  females. 
I’here  were  six  deaths  due  to  thyroid  cancer 
and  an  agressive  behavior  was  demonstrated 
in  some  cases.  Recommendations  regarding 
the  management  of  thyroid  cancer  were 
jjresentcd. 
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Resumen 

Se  estudiaron  cuarenta  casos  de  cáncer  del 
tiroides.  Entre  otras  cosas  se  pudo  constatar 
cjue : 

1ro.  la  incidencia  de  carcinoma  en  bocios 
uninodulares  fue  de  17.7%,  2ndo.  el  tipo 
histológico  predominante  de  tumor  lo  cons- 
tituyó el  carcinoma-adeno  papilar  y 3r.  la 
incidencia  en  mujeres  fue  mucho  mayor  que 
en  los  hombres  en  la  proporción  de  7:1.  Hu- 
bo seis  muertes  atribuibles  al  cáncer  del  ti- 
roides y 'un  comportamiento  agresivo  pudo 
demostrarse  en  algunos  otros  casos. 

Se  hacen  también  recomendaciones  para 
el  manejo  y tratamiento  del  cáncer  del  tiroi- 
des. 
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IDIOPATHIC  RETROPERITONEAL 
FIBROSIS  CASE  REPORT  AND 
KEVIEW  OF  THE  LITERATURE 


Enrique  Vázquez-Quintana,  M.D. 


Envelopment  of  retroperitoneal  structures 
by  an  unusual  plaque  of  fibrous  tissue  is  a 
well-established  clinical  entity.  In  the  major- 
ity of  cases  this  results  in  functional  type 
of  post-renal  obstruction  but  vascular  com- 
plications are  not  uncommon. 

Case  Report 

This  was  a twenty-four  year  old,  white, 
married  female  patient  who  had  history  of 
hypertension  for  the  last  four  years.  She  gave 
no  history  of  glomerulonephritis  or  pyelone- 
phritis, but  she  had  albuminuria  at  the  time 
the  hypertension  was  discovered.  During  the 
past  two  years  the  patient  developed  nocturnal 
paroxismal  dyspnea,  orthopnea  and  easy 
fatigability.  Digitalis  therapy  was  instituted 
with  subjective  improvement  of  her  symp- 
toms. She  was  treated  with  Rauwolfia  for  8 
months  preceding  the  last  admission. 

The  patient  was  admitted  for  the  first 
time  on  her  7th  month  of  gestation  on  Septem- 
ber 196.3.  She  was  delivered  by  elective  Cesa- 
rean section  a normal  baby  girl  of  7 lbs.  1 oz. 
At  operation  they  described  a hypoplastic 
right  kidney  and  right  renal  artery,  the  left 
kidney  was  normal  in  size  and  a thrill  was  felt 
on  the  left  renal  artery.  She  was  discharged 
after  an  uncomplicated  postpartum  course,  to 
be  readmitted  to  the  Medical  Department  on 
April  1964,  for  evaluation  of  her  hyperten- 
sion. Intravenous  pyelogram  (Fig.  1)  urin- 

From  the  Department  of  Surgery,  Universi- 
ty of  Puerto  Rico,  School  of  Medicine,  San 
Juan,  Puerto  Rico. 


ary  cathecholamines,  renogram,  regitine  test, 
electrolytes,  creatinine,  serum  calcium  and 
phosphorus  were  normal.  Electrocardiogram 
and  roentgenograms  revealed  left  ventricular 
hypertrophy.  Phenolsulfonphthalein  excretion 
showed  a 17.6,  36  and  9 per  cent  excretion. 


Fig.  1 — Intravenous  Pyelogram 
The  Addis  count  showed  11,  471,  075  WBC/ 
mm3,  249,  975  RBC/mm3,  41,  625  cast  and 
0.052  gms.  of  protein  per  24  hours.  Renal  ar- 
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teriogram  (Fig.  2)  demonstrated  bilateral  re- 
nal artery  stenosis  with  an  accessory  right 
renal  artery  supplying  the  right  lower  pole. 


Fig.  2 — Rerograde  Aortogram.  There  is  a 
narrow  stenotic  area  in  the  right  renal  artery 
and  an  accessory  renal  artery  to  the  inferior 
pole  of  the  right  kidney.  A long  stenotic  seg- 
ment of  left  renal  artery  and  post  stenotic 
dilatation  is  demonstrated. 

Her  last  admission  was  on  June  1964. 
Physical  examination  revealed  a BP  200/90, 
P 74/min.,  respirations  20/min.,  temperature 
37°C.  She  had  right  esocoria  funduscopic  exam- 
ination showed  no  hemorrhages,  exudate  or 
papilledema.  Prominent  suprasternal  pulsa- 
tions were  seen  on  the  neck.  The  lungs  were 
clear,  the  heart  was  enlarged.  PM  I was  felt 
at  the  4th  left  intercostal  space  at  the  anterior 
axillary  line,  RV  and  LV  accessibility  were 
present.  There  was  a grade  2 systolic  murmur 
at  the  aortic  area  radiating  to  the  neck,  no 
gallop  or  friction  rubs  were  present.  Abdom- 
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ed.  Norepinephrine  was  started  on  the  as-  * 
sumption  that  she  had  depleted  cathechola- 
mines  stores.  Tracheostomy  was  performed 
and  she  was  placed  on  a respirator  with  hypo- 
themiia  after  one  episode  of  cardiac  arrest, 
inal  examination  revealed  no  visceromegaly 
or  masses,  she  had  a well-healled  low  abdom- 
inal scar.  She  had  no  peripheral  edema,  pulses 
were  normal.  Laboratory  tests  were  as  fol- 
lows: CBC  and  urinalysis  were  normal.  FBS 
109  mg.%,  BUN  13  mg.%.  Prothrombin  time' 
12.5  sec.  control,  18  sec.  patient.  Bleeding  and 
clotting  time  were  normal,  platelet  count  307,' 
500.  VDRL  and  L.E.  cell  preparation  were 
negative. 

She  underwent  exploratory  laparotomy 
on  July  10,  1964  and  at  operation  bilateral 
renal  artery  stenosis  was  found  with  marked 
retroperitoneal  fibrosis.  - Pressure  determina- 
tions revealed  a gradient  of  30  mm  accros':, 
the  left  renal  artery  and  of  80  across  the 
main  right  renal  artery.  There  was  no  grad- 
ient on  the  right  accessory  artery.  Biopsies 
from  both  kidneys  were  taken.  A Teflon  graft  1 
from  the  distal  aorta  was  ana.stomosed  to  the  f 
right  renal  artery  (end  to  side)  and  good  flowT 
was  obtained.  At  the  operating  room  she  receiv-S 
ed  500  cc  of  autotransfusion  and  400  cc  offl 
compatible  homologous  blood.  She  did  wellB 
for  the  first  ten  hours  and  then  she  developed® 
hypotension,  tachycardia,  high  venous  pres-® 
ure  and  diaphoresis.  Cedilanid  improved  herm 
general  condition  but  the  hypotension  persist- M 
Forty-eight  hours  postoperatively,  she  again® 
had  a cardiac  arrest  from  which  she  could  not® 
be  resuscitated.  H 

The  autopsy  revealed  massive  pulmonary! 
artery  embolism,  multiple  bilateral  renal  in- 1 
farcts,  hyperplasia  of  the  juxtaglomerular  ap-  * 
paratus  and  thrombosis  of  the  inferior  vena 
cava.  There  was  hypertrophy  of  the  left  ven- 
tricle, pulmonary  edema  and  congestion.  The  ^ 
retroperitoneal  fibrosis  (Fig.  3)  noted  at  Í 
surgery  was  self  evident.  The  cause  of  death 
was  pulmonary  artery  embolism. 

Discussion 

Most  writers  accept  the  report  of  Ormond 
(1,  2)  (1948)  as  the  first  demonstration  to 
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Fig.  3 — Dense  Fibro-Connective  Tissue 
with  Spindle-Shape  Cells. 


this  process,  but  there  is  little  doubt  that 
a similar  condition  was  described  by  Perard 
and  Orsini  (1937)  and  Kolischer  (1922)  and 
it  seems  likely  that  Albarran  (1905)  was  also 
aware  of  it.  This  entity  has  a variety  of 
synonyms:  Chronic  retroperitoneal  lymphan- 
gitis, idiopathic  periureteric  fibrosis,  perirenal 
fascitis,  periureteritis  obliterans,  periureteric 
fibrosis,  periureteritis  plástica,  primary  periur- 
eteritis, retroperitoneal  inflammation  or  Ge- 
rota’s  fascitis.  Some  investigators  believe  that 
the  lesion  develops  within  the  confines  of 
the  perirenal  region  or  potential  space  of 
Gerota.  But  the  reports  indicate  that  the 
fibrosis  may  extend  beyond  the  boundaries  of 
this  compartment.  It  can  affect  the  ureters, 
the  blood  vessels,  the  common  bile  duct,  the 
under  surface  of  the  diaphragm,  the  portal 
vein,  the  inferior  vena  cava  and  the  medias- 
tinum. Simultaneous  involvement  of  the  su- 
perior mediastinum  and  retroperitoneal  space 
have  been  described.  So  the  connective  tissue 
changes  may  be  more  extensive  than  is  implied 
by  the  term  retroperitoneal  fibrosis  and  “dis- 
seminated perivascular  fibrosis”  (3)  would 
more  accurately  describe  the  potential  extent 
and  nature  of  the  disease. 
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The  histological  features  are  non-specific: 
normal  fibroblasts  and  collagen  with  some 
foci  of  chronic  inflammatory  cells  are  gen- 
erally found,  but  with  no  foreign  body  reac- 
tion. (4)  In  some  cases  the  appearance  is 
difficult  to  distinguish  from  those  seen  in 
retroperitoneal  sarcomata,  sclerosing  Hodg- 
kin’s disease  or  the  desmoplastic  reaction 
excited  by  metastatic  carcinoma.  In  fact  the 
picture  is  not  unlike  post-radiation  sclerosis 
but  cellular  activity  is  more  vigorous. 

The  fibrous  process  does  not  usually  invade 
or  intrinsically  involve,  the  structures  sur- 
rounded, but  envelops  them  and  as  contrac- 
tion occurs,  compresses  them.  Arteries  and 
nerves  are  sturdy,  but  veins  and  ureters  are 
soft  and  compressible.  Collateral  circulation 
can  compensate  for  gradual  obstruction  of  a 
vein  but  there  is  no  collateral  organ  to  take 
over  the  function  of  the  ureter  and  its  obs- 
truction inevitably  causes  dilatation  above, 
producing  symptoms  and  causing  damage 
to  the  kidney. 

The  course  of  the  disease  can  be  divided 
into  three  periods: 

1 . the  period  of  the  incidence  and  develop- 
ment of  the  underlying  process  of 
whose  nature  and  etiology  we  are  whol- 
ly ignorant. 

2 . the  period  of  activity  and  spread  of 
the  fibrosis  and  the  envelopment  of 
the  retroperitoneal  structures. 

3 . the  period  of  contracture  of  the  fibrous 
mass,  like  that  of  a scar  with  compres- 
sion of  the  enveloped  structures. 

The  etiology  is  unknown  as  it  is  in  others 
fibrotic  conditions-Dupuytrens  contracture, 
Peyronies  disease,  Riedel’s  struma,  sclerosing 
lipogranulorna,  sarcoidosis  in  its  late  stages 
and  multiple  sclerosis  and  it  may  be  that 
the  solution  of  one  may  lead  to  the  solution 
of  the  others. 
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In  earlier  papers  preexistent  or  coexistent 
infection  was  implicated  as  a significant  etiol- 
ogical factor  in  the  development  of  retroperi- 
toneal fibrosis.  It  was  thought  that  infection 
in  the  lower  urinary  tract  could ' spread  to 
the  region  of  the  ureters,  other  sources  of 
infection  considered  were  diverticulitis,  ulce- 
rative colitis,  retroperitoneal  appendicitis  and 
regional  enteritis.  Organizing  hematoma  due 
to  hemorrhage-spontaneous  or  traumatic,  has 
been  suggested,  but  all  the  evidence  is  against 
this.  In  one  case  hemosiderin  granules  were 
present  in  the  para-aortic  lymph  nodes  and 
scattered  throughout  the  fibrotic  plaque,  but 
these  observations  have  not  been  confirmed 
by  other  writers. 

In  1955  an  association  between  retroperi- 
toneal fibrosis  and  Weber-Christian  disease 
was'  suspected  since  fat-filled  macrophages 
and  giant  cells  were  seen  in  the  fibrous  tis- 
sue; it  was  thought  that  cytolysis  of  fat  cells 
occurred  and  that  the  fat  which  was  released 
evoked  a sclerosing  lipograi;  ilomatous  reac- 
tion. Some  investigators  believe  that  tumor  of 
some  sort  is  responsible  and  there  is  no  doubt 
that  tumors  can  produce  fibrosis,  but  no 
tumors  have  been  found  in  the  autopsied 
cases.  Nevertheless  due  to  the  frequent  involv- 
ement of  the  uretar  by  metastasis  or  extension 
from  carcinoma  of  the  prostate,  ceivix,  gas- 
trointestinal tract  or  breast  this  has  to  be 
considered.  Histoplasmosis  can  produce  a 
sclerosing  mediastinal  fibrosis,  but  there  is  as 
yet  no  evidence  that  it  produces  a retroperi- 
toneal reaction.  Periureteral  fibrosis  occurs 
in  cases  of  lymphosarcoma,  this  can  be  mis- 
taken for  idiopathic  retroperitoneal  fibrosis. 
The  need  for  careful  search  for  underlying 
lymphoma  in  all  cases  of  retroperitoneal  fi- 
brosis is  indicated.  Failure  to  recognize  this 
relationship  may  account  for  the  occassional 
case  of  idiopathic  retroperitoneal  fibrosis  that 


responds  to  radiation  therapy  (5).  Microfi- 
lariasis  frequently  produces  renal  and  retro- 
peritoneal lymphatic  blockade  and  is  a com- 
mon infestation  in  parts  of  India  and  South- 
east Asia.  Chyle  ruptures  into  the  kidney  and 
is  excreted  in  the  urine.  Despite  such  retro- 
peritoneal blockade  fibrosis  is  not  character- 
istic of  this  condition. 

Tuberculosis,  lues,  brucellosis  have  been 
suspected,,  but  in  the  few  instances  in  which 
tests  for  these  conditions  were  reported,  they 
were  ruled  out. 

The  presence  of  periarterial  round-cell 
infiltration  in  the  fibrous  tissue  suggests  that 
the  process  is  arterial  or  periarterial  in  origin. 
Similar  perivascular  changes  were  present  in 
two  cases  reported  in  1961  in  which  biopsies 
of  the  liver,  muscles  and  kidney  revealed  a 
generalized  arteritis,  pathological  features 
said  to  be  consistent  with  tissue  changes  of 
hyperallergic  states  and  which  suggest  an 
etiological  relationship  to  periarteritis  nodosa 
and  necrotizing  arteritis  of  Wegener.  Cer- 
tainly the  fibrotic  changes  are  densest  or  con- 
fined to  the  region  where  the  ureters  cross 
the  common  iliac  vessels,  and  sometimes  the 
densefibrous  tissue  closely  surrounds  the  aorta 
from  the  bifurcation  to  the  level  of  the  renal 
arteries. 

However,  despite  the  evidence  of  a gen- 
eralized vasculitis,  the  initiating  or  antigenic 
stimulus  as  yet  is  unknown  so  that  inclusion 
of  retroperitoneal  fibrosis  with  the  collagen 
diseases  merely  links  to  a group  of  conditions 
of  obscure  etiology  yet  another  equally  obs- 
cure. 

The  disease  is  primarily  one  of  middle 
age,  over  three-fourths  of  the  reported  cases 
being  in  the  fourth  through  sixth  decades, 
but  it  has  also  been  reported  as  early  as  seven 
years  of  age  (6).  Men  are  affected  three  to 
four  times  as  frequently  as  females. 
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The  most  frequent  symptom  is  pain  in  the 
lower  part  of  the  back,  in  the  flank,  or  in  the 
abdomen.  (7)  It  may  be  of  a nonspecific  cha- 
racter, or  it  may  resemble  ureteral  colic.  It 
is  sometimes  relieved  by  bending  over. 
Anorexia,  nausea,  vomiting,  malaise,  fatigue, 
constipation,  and  weight  loss  are  also  com- 
mon complaints.  Urinary  symptoms  are  usual- 
ly absent  aside  from  mild  frequency  and  noc- 
turia. The  clinical  findings  of  acute  or  chronic 
pyelonephritis  have  been  described  in  some 
cases.  Oliguria  and  even  anuria  have  oc- 
casionally been  the  presenting  symptoms.  (8) 
Patients  are  often  described  as  being  pale, 
cachectic,  and  apprehensive.  Slight  elevation 
of  the  temperature  may  be  present.  Other 
than  hypertension,  and  abdominal  and  cos- 
tovertebral angle  tenderness  there  are  few 
constant  findings.  Edema  of  the  legs,  dilata- 
tion of  the  superficial  abdominal  veins,  var- 
icoceles, and  hydroceles  have  been  attributed 
to  lymphatic  and  venous  obstruction.  Bowel 
obstruction  due  to  constriction  of  the  rec- 
tosigmoid junction,  and  jaundice  following 
obstruction  of  the  common  bile  duct  have 
occurred.  Impotence  and  leg  pain,  probably 
secondary  to  arterial  insufficiency  or  nerve 
involvement  have  been  described.  (9) 

Obstruction  of  the  inferior  vena  cava  by 
the  retroperitoneal  fibrous  tissue  has  been  re- 
ported in  ten  instances.  The  aorta  too  may  be 
involved.  In  1958,  aortography  demonstrated 
abrupt  narrowing  just  below  the  origin  of 
the  renal  arteries.  Intermittent  claudication 
and  gangrene  of  the  foot  has  also  been  re- 
ported. (10)  Pericarditis  and  other  chest 
conditions  may  be  present,  chest  pain,  jjer- 
icardial  friction  rub,  pleural  effusion  and 
intercurrent  upper  res|)iratory  infections  has 
been  noted.  The  association  of  Riedel’s 
struma  and  sclerosing  cholangitis  to  re- 
troperitoneal fibrosis  has  been  reported 


lately.  (11)  Portal  hypertension  due  to  obs- 
truction of  the  portal  vein  secondary  to  re- 
troperitoneal fibrosis  was  also  reported  re- 
cently. (12) 

A hypochromic  microcytic  anemia  has  been 
recorded  in  50%  of  the  reported  cases  of 
retroperitoneal  fibrosis. 

The  erythrocyte  sedimentation  rate  is  re- 
garded as  the  only  constantly  abnormal  la- 
boratory value,  showing  marked  elevation. 
Serum  proteins  — reversal  of  the  albumin/ 
globulin  ratio  with  elevation  of  the  alpha  2 
and  gamma  globulins  has  recently  been  con- 
sidered to  be  an  essential  disturbance  of  the 
serum  proteins  in  association  with  retroperi- 
toneal fibrosis.  The  significance  of  the  dyspro- 
teinemia  is  not  understood;  it  could  reflect  a 
“stress  pattern”  but  a febrile  state  and  tissue 
breakdown  could  be  responsible  for  the  chan- 
ges which  can  not  be  considered  to  be  diag- 
nostically specific  in  retroperitoneal  fibrosis. 

The  urinalysis  is  usually  negative  and 
cultures  are  sterile. 

The  intravenous  and  retrograde  urograms 
are  quite  characteristic.  If  the  collecting  sys- 
tem can  be  outlined  by  radio-opaque  media, 
there  will  be  seen  a dilatation  of  the  calyces, 
pelvis,  and  upper  ureter,  tapering  to  a seg- 
mental narrowing  of  the  ureter,  most  fre- 
quently in  its  middle  third.  The  ureter  ap- 
pears to  be  pulled  toward  the  midline  in  this 
region.  Ureteral  catheters  usually  pass  the 
constricted  area  with  ease  and  fail  to  show 
the  true  situation.  Cystoscopy  and  cystograms 
are  normal. 

Lymphangiograi)hy  is  another  diagnostic 
tool  that  has  been  used  recently  to  aid  in  the 
diagnosis  of  idiopathic  retroperitoneal  fibrosis. 
I'he  changes  of  retroperitoneal  fibrosis  may 
be  reflected  in  the  lymi)hatics  before  they  be- 
come apjiarent  in  any  other  system.  1 he 
lymphangiograj)hic  findings  arc  those  secón- 
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dary  to  obstruction  and  consist  of  collateral 
filling  and  reflux  into  lymphatic  channels 
not  normally  visualized,  increased  transit 
time  through  the  iliac  and  para-aortic  lym- 
phatics, non-visualization  of  channels  above 
the  fourth  lumbar  vertebra  and  irregular 
filling  defects  in  the  lymph  nodes.  (13) 

The  prognosis  in  any  individual  case  de- 
pends on  the  degree  of  renal  damage  at  the 
time  of  intervention,  the  age  and  condition 
of  the  patient  and  the  mode  of  therapy.  If 
adequate  urinary  drainage  is  obtained,  and 
the  renal  function  and  pyelographic  picture 
return  to,  near  normal,  the  prognosis  is 
excellent.  Mortality  has  been  comparatively 
low  and  only  twenty-three  deaths  out  of  125 
cases  have  been  reported  in  the  literature. 
(14),  (15),  (16),  (17)  and  (18)  _ _ 

Apparent  complete  recovery,  clinical  and 
radiological,  has  followed  ureterolysis,  lapar- 
otomy and  temporary  nephrostomy,  tem- 
porary ureterostomy,  and  even  only  lapar- 
otomy and  biopsy.  Ureteric  obstruction  is 
usually  relieved  permanently  by  ureterolysis, 
but  in  a small  number  of  cases  such  a pro- 
cedure is  followed,  within  a comparatively 
short  time,  by  recrudescence  of  the.  disease 
and  recurrent  ureteric  obstruction. 

The  basic  inflammatory  nature  of  the 
condition  has  led  to  the  use  of  adrenal  steroids 
in  this  disease.  (8),  (14)  Other  therapeutic 
measures  employed  have  been  X-ray  therapy, 
antibiotics  and  parenterally  given  trypsin. 
The  value  of  the  different  forms  of  therapy 
is  difficult  to  determine  since  the  disease  is 
subject  to  sjiontaneous  remission  or  self-limi- 
tation. The  management  of  caval  or  aortic 
obstruction  presents  a more  difficult  problem. 

Summary 

A case  of  arterial  hypertension  secondary 
to  bilateral  renal  artery  stenosis  is  presented. 


Exploratory  laparotomy  was  performed  and 
the  anomaly  partially  corrected  by  an  aorta- 
right  renal  artery  Teflon  graft.  Post  operative- 
ly she  developed  hypotension,  tachycardia, 
diaphoresis  and  died  48  hours  after  surgery. 
Autopsy  revealed  massive  pulmonary  artery 
embolism,  multiple  renal  infarcts,  thrombosis 
of  the  inferior  vena  cava  and  hyperplasia  of 
the  juxtaglomerular  apparatus.  The  retro- 
peritoneal fibrosis  that  was  noted  at  surgery 
was  corroborated  at  autopsy. 

Review  of  the  literature  reveals  that  Or- 
mond’s syndrome  or  idiopathic  retroperitoneal 
fibrosis  is  primarily  a disease  of  middle  age. 
Is  more  common  in  males  than  in  females. 
The  urinary  system  is  most  commonly  affected 
producing  hydronephrosis  and  ureteral  dilata- 
tion. Rarely  the  fibrotic  process  may  involve 
the  arterial  and  venous  systems  or  the  biliary 
tract  producing  intermittent  claudication, 
portal  hypertension  or  a picture  resembling 
sclerosing  cholangitis.  The  intravenous  and 
retrograde  pyelogram  are  characteristic.  Lym- 
phangiography is  another  diagnostic  tool.  The 
sedimentation  rate  is  the  most  commonly 
altered  laboratory  test.  Treatment  consists  in 
lysis  of  the  fibrous  process  and  liberation  of 
the  affected  structure. 

Resumen 

Se  presenta  un  caso  de  una  paciente  con 
hipertensión  secundaria  a estrechez  bilateral 
de  la  arteria  renal.  Se  le  practicó  una  lapa- 
rotomía exploratoria  y se  le  corrigió  la  ano- 
malía con  un  injerto  de  teflón.  Después  de 
un  curso  postoperatorio  caracterizado  por 
sudoración  excesiva,  hipotensión  y taquicar- 
dia, la  paciente  expiró.  La  autopsia  reveló 
embolia  pulmonar  masiva,  infartos  renales, 
trombosis  de  la  vena  cava  inferior  e hiper- 
plasia  del  aparato  yuxtaglomerular.  Además 
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presentaba  marcada  fibrosis  retroperitoneal 
la  cual  había  sido  evidente  durante  la  explo- 
ratoria. 

Se  presenta  una  revisión  de  la  literatura 
médica  con  relación  al  síndrome  de  Ormond 
o fibrosis  retroperitoneal  idiopática.  Esta  con- 
dición afecta  usualmente  a personas  de  la 
cuarta  a la  sexta  década.  Afecta  más  comun- 
mente el  sistema  urinario  dando  lugar  a 
hidronefrosis  y dilatación  uretérica.  En  raras 
ocasiones  el  proceso  fibrótico  puede  afectar 
el  sistema  arterial,  venoso  o biliar  producien- 
do claudicación  intermitente,  hipertensión 
portal  o un  cuadro  parecido  a colangitis  es- 
clerosante. Los  métodos  de  diagnóstico  son  el 
pielograma  intravenoso,  pielograma  retró- 
grado y linfangiografía.  La  prueba  de  labo- 
ratorio más  frecuentemente  alterada  es  la  ve- 
locidad de  sedimentación  eritrocítica.  El  tra- 
tamiento es  quirúrgico  y consiste  en  la  libe- 
ración de  las  estructuras  envueltas  en  el 
proceso  fibrótico. 
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DISSE MmATED  CANDIDIASIS 


Félix  E.  Tristani,  M.D. 


Dissemination  of  a fungus  which  is  a 
common  inhabitant  in  man  is  becoming  a 
more  frequent  occurrence  with  the  wide- 
spread use  of  antibiotics,  corticosteroids  and 
antineoplastic  agents.  A disseminated  fungus 
infection  usually  constitutes  a very  serious 
illness.  It  is  of  importance  for  the  clinician 
to  be  aware  of  this  complication  in  order 
to  institute  early  an  adequate  treatment.  One 
of  the  causative  agents  of  these  fungemias 
is  Candida  albicans. 

The  following  case  report  illustrates  a 
case  of  disseminated  candidiasis  diagnosed 
during  life  that  responded  to  treatment 
with  amphotericin  B. 

Case  Report 

A 65  year  old  white  male  was  admitted  on 
April  25,  1962  because  of  difficulty  and  strain- 
ing on  urination.  The  patient  had  developed 
carcinoma  of  the  bladder  and  was  treated  by 
transurethral  resection  in  1952  and  with  cobalt 
therapy  in  1958.  He  had  done  fairly  well  and 
was  admitted  for  routine  periodic  cystoscopy 
and  evaluation  of  signs  of  prostatism. 

Physical  examination  revealed  a well  de- 
veloped fairly  nourished  male  in  no  distress. 
The  blood  pressure  was  130/80  mm  Hg  and 
the  temperature  was  98^  F.  The  pertinent 
physical  findings  were  a liver  edge  palpable 
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two  fingerbreadths  below  the  right  costal 
margin  and  a small  firm,  non-tender  prostate. 

The  laboratory  examinations  on  admis- 
sion were  as  follows:  urinalysis-specific  ac- 
tivity 1.013,  trace  of  albumin,  3-5  WBC  per 
high  power  field;  white  blood  cell  count 
6,700/cu.  mm.  with  81%  neutrophiles,  17% 
lymphocytes,  2%  monocytes;  hemoglobin  13.5 
gm%,  hematocrit  45.5%;  BUN  10  mg/100 
ml.  The  chest  X-ray  was  essentially  negative. 

On  the  day  after  admission  the  patient  was 
catheterized  for  a residual  urine  determina- 
tion. Two  days  later  he  developed  fever  and 
chills.  Treatment  with  tetracycline  was  star- 
ted. An  indwelling  catherer  was  inserted  into 
the  bladder.  The  patient  continued  febrile.  Re- 
peated urinalyses  showed  many  pus  cells. 
Urine  culture  grew  enterococci  for  which  the 
patient  received  Furandantin  and  later  chlo- 
ramphenicol. Intravenous  infusions  were  ad- 
ministered daily.  Blood  cultures  during  this 
time  did  not  grow  any  organisms.  The  patient 
continued  doing  poorly  with  temperatures  up 
to  102*?  F.  Pseudomonas  aeruginosa  was  cul- 
tured from  the  urine  and  collistimethate  so- 
dium was  given  parenterally. 

On  the  Twenty-third  hospital  day  the  pa- 
tient’s condition  suddenly  deteriorated.  He 
became  cyanotic,  dyspneic,  disoriented  and 
complained  of  generalized  body  pains.  The 
temperature  went  up  to  105°  F.  The  blood 
pressure  was  130/80  mm  Hg.  He  developed 
pulmonary  edema  that  responded  to  sedation, 
digitalis,  oxygen,  and  rotating  tourniquets. 
He  continued  on  critical  condition.  Two  blood 
cultures  taken  on  the  twenty-fifth  hospital 
day  grew  medium  size  gray  colonies  on  blood 
agar.  A suspension  of  these  under  the  micrrvo 
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cope  showed  oval  budding  cells  with  pseudo- 
mycelium formation.  Subculture  on  corn  meal 
agar  produced  the  typical  chlamydospores  of 


Fig.  1 — Pseydomycelium  with  the  charac- 
teristic chlamydospores  of  Candida  albicans 
from  corn  meal  agar  culture. 


On  the  .twenty-sixth  hospital  day  all  che- 
motherapeutic agents  were  discontinued  except 
colistin  sulfate.  On  the  following  day  treat- 
ment with  amphotericin  B intravenously  was 
initiated  with  a dose  of  0.1  mg/kg  of  body 
weight.  The  amount  was  progressively  increa- 
sed until  a total  dose  of  50  mg  intravenously 
had  been  given.  The  patient’s  condition  im- 
proved slowly  but  steadily  and  he  was  afe- 
brile ten  days  after  initiation  of  treatment 
with  amphotericin.  The  amphotericin  was  dis- 
continued on  the  thirty-eight  hospital  day 
when  the  BUN  was  32.5  mg/100  ml.  One  week 
later  it  still  remained  over  30  mg/100  ml. 
but  eventually  returned  to  normal. 

At  this  time  the  patient  again  became 
afebrile  and  developed  an  acute  enteritis  due 
to  Micrococcus  pyocaneus  var.  aureus  that 
responded  to  treatment  with  oxacillin.  After 
two  months  of  hospitalization  the  urine  be- 
came grossly  bloody  and  culture  grew  Proteus 
mirabilis  and  enterococci  that  responded  to 
treatment.  The  patient  was  discharged  after 
prolonged  convalescence  in  fair  condition  on 
the  115th  hospital  day. 


The  patient  was  readmitted  on  February 
17,  1963  with  bronchopneumonia  and  eventual- 
ly died  of  sepsis  and  carcinomatosis  on  April 
26,  1963.  Autopsy  revealed  severe  bilateral 
confluent  bronchopneumonia,  carcinoma  of  uri- 
nary bladder  with  metastases  to  pelvic,  peria- 
ortic and  cervical  lymph  nodes  and  to  liver, 
and  bilateral  chronic  pyelonephritis. 

Discussion 

This  patient,  a case  of  carcinoma  of  the 
bladder,  developed  a urinary  tract  infection 
due  to  enterococcus  and  Pseudomonas.  He 
had  an  indwelling  catheter  in  the  bladder  and 
received  various  antibiotics  and  chemother- 
apeutic agents  and  frequent  intravenous  in- 
fusions. The  patient  had  a sudden  worsening 
of  his  condition  because  of  a fungemia  due 
to  Candida  albicans  that  responded  to  treat- 
ment with  amphotericin  B.  The  subsequent 
hospital  course  was  complicated  by  a staphy- 
lococcal enteritis  and  another  urinary  tract 
infection  that  responded  well  to  treatment. 
He  died  during  a later  admission  of  sepsis 
and  carcinomatosis. 

Candida  albicans  is  a common  inhabitant 
of  the  oral,  respiratory,  gastrointestinal  and 
vaginal  mucosa  in  man  (1).  It  can  be  cul- 
tured from  the  feces,  sputum  and  throat  in 
35-40%  of  normal  persons  (1).  It  is  an 
organism  well  known  to  pediatricians  and 
gynecologists  as  the  causative  agent  of  thrush 
and  mondial  vulvovaginitis.  Under  certain 
conditions  in  some  patients  the  organism 
may  become  disseminated  and  produce  a 
severe  systemic  illness. 

The  occurrence  of  disseminated  candi- 
diasis depends  on  decreased  host  resistance 
in  patients  with  a chronic  debilitating  illness 
or  cancer  and  is  usually  associated  with 
prolonged  and  multiple  antibiotic  or  steroid 
therajiy  or  treatment  with  antincoplastic 
agents  (2,  3,  4).  It  is  also  seen  in  children 
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with  hypoparathyroidism  and  there  have  been 
several  reports  of  candida  endocarditis  in 
drug  addicts  or  following  open  heart  surgery 
(5,  6).  In  its  dissemination  candida  has  pre- 
ference for  the  brain,  myocardium  and  kid- 
neys. The  portal  of  entry  may  be  through  a 
break  in  the  gastrointestinal  mucosa,  through 
the  skin  with  prolonged  intravenous  therapy 
and  by  self-administered  intravenous  narco- 
tics, or  possibly  through  the  bladder  mucosa 
by  an  indwelling  catheter  (7). 

Various  theories  have  been  postulated  as 
to  the  mechanism  by  which  antibiotics  en- 
hance the  growth  of  fungi  not  ordinarily 
pathogenic  in  adults.  Direct  stimulation  of 
fungal  growth  by  antibiotics,  suppression  of 
flora  susceptible  to  antibiotics  thus  allowing 
use  of  environmental  food  supply  by  fungi 
and  indirectly  supporting  multiplication,  and 
interference  with  biosynthesis  of  vitamin  B 
complex  with  resultant  defect  in  mucous 
membranes  (especially  the  gastrointestinal 
tract)  have  been  suggested  as  mechanisms 
(2,  8).  The  relationship  of  hypocalcemia  to 
moniliasis  appears  to  be  well  established  in 
children  with  hypoparathyroidism  and  ap- 
pears related  to  the  epidermal  defects  asso- 
ciated with  this  condition  (9). 

The  relative  importance  of  candida  in- 
fections has  become  greater  because  of  many 
factors,  including  control  of  formerly  im- 
portant bacterial  infections,  massive  surgery, 
and  good  general  supportive  treatment  which 
enable  the  debilitated  patient  to  live  longer. 

Disseminated  candidiasis  should  be  sus- 
pected in  any  debilitated  patient  who  has 
received  prolonged  antibiotic  or  steroid 
therapy  who  develops  a sudden  change  in 
the  clinical  status  with  the  onset  or  higher 
fever,  shock,  depressed  sensoriurn  and  pos- 
sibly leucocytosis.  Blood  cultures  should  be 
taken  and  sent  to  the  bacteriologist  who 


should  be  alerted  by  the  physician  to  the 
possibility  of  a fungemia.  As  soon  as  the  or- 
ganism is  identified,  vigorous  therapy  with 
amphotericin  B should  be  started.  The  initial 
test  dose  is  1 mg  in  5%  dextrose  in  water 
intravenously.  The  dose  can  be  increased  to 
5 mg  on  the  second  day  and  to  10  mg  on  the 
third  day.  The  dose  should  be  increased  by 
5-10  mg  increments  daily,  as  tolerated,  to 
a total  dose  if  necessary,  of  1.0  mg  kg  body 
weight  until  a satisfactory  clinical  response 
and  bacteriologic  cure  is  achieved.  Side  ef- 
fects include  fever,  anorexia,  nausea,  vomit- 
ing, hypokalemia  and  nephrotoxicity  as  evi- 
denced by  an  increase  in  the  blood  urea  ni- 
trogen (10,  11).  The  nausea  and  vomiting 
may  be  controlled  by  chlorpromaxine  and 
the  fever  with  aspirin.  Supplemental  potas- 
sium may  be  required  to  control  or  prevent 
hypokalemia. 

The  duration  of  therapy  depends  on  the 
severity  of  the  disease.  It  should  be  kept  in 
mind  that  excretion  of  this  agent  is  slow 
when  administered  intravenously  and  the  ef- 
fect will  persist  for  several  days  after  it  is 
discontinued.  After  a satisfactory  initial  res- 
ponse the  drug  may  be  administered  every 
other  day.  In  instances  of  endocarditis  ther- 
apy may  have  to  be  maintained  for  eight 
weeks  or  longer. 

We  are  aware  of  the  fact  that  in  our 
patient  treatment  with  amphotericin  was  of 
relatively  short  duration.  The  good  clinical 
response  may  have  been  partially  due  to  the 
institution  of  early  treatment  and  the  conco- 
mitant administration  of  colistimethate  so- 
dium for  the  pseudomonas  infection  that  was 
also  present.  Although  the  recorded  ex- 
perience to  date  is  limited,  the  most  recent 
reports  indicate  a fair  chance  of  success  in 
the  management  of  this  potentially  fatal  in- 
fection. 
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Summary 

A case  of  disseminated  candidiasis  in  a 
patient  with  carcinoma  of  the  bladder  has 
been  presented.  The  role  of  decreased  host 
resistance  in  patients  with  a chronic  debilitat- 
ing illness  or  cancer,  prolonged  and  multiple 
antibiotic  and  steroid  therapy  or  treatment 
with  antineoplastic  agents  predisposing  to  the 
development  of  a fungemia  have  been  dis- 
cussed. The  mechanisms  of  action  of  anti- 
biotics in  this  respect  have  been  also  present- 
ed. This  patient  responded  well  to  treatment 
with  amphotericin  B.  He  died  as  a result 
of  the  carcinoma  of  the  bladder  and  meta- 
stases  and  no  evidence  of  monilia  was  found 
at  autopsy.  The  dosage,  mode  of  adminis- 
tration and  side  effects  of  amphotericin  B 
have  been  emphasized. 

Resumen 

Se  ha  presentado  un  caso  de  candidiasis 
sistémica  en  un  paciente  que  padeció  de 
carcinoma  de  la  vejiga.  Se  han  discutido  los 
factores  que  predisponen  al  desarrollo  de  una 
septisemia  debido  a Candida  albicans  y los 
mecanismos  de  acción  de  los  antibióticos  en 
estimular  ese  crecimiento.  La  dosificación, 
administración  y posibles  reacciones  secun- 
darias de  la  amphotericin  B en  el  tratamiento 
de  esta  enfermedad  han  sido  también  pre- 
sentadas. 
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In  1944  Dr.  Waldenstrom  (1)  reported 
the  first  ¡patients  who  presented  with  a cli- 
nical picture  similar  to  multiple  myeloma, 
but  who  had  no  osteolytic  lesions  and  lacked 
Bence  Jones  proteinuria.  Since  then  many 
reports  have  appeared  in  the  European  liter- 
ature and  recently  in  the  American  literature, 
presenting  clinical,  laboratory  and  therapeu- 
tic aspects  of  the  disease  known  as  Walden- 
strom macroglobulinemia.  We  are  reporting 
our  first  experience  with  this  interesting 
condition. 

Case  Report 

A 70  year-old  white  man  was  admitted  to 
the  University  Hospital  on  March  17,  1964 
complaining  of  bleeding  from  the  gums.  He 
had  enjoyed  good  health  until  8 months  prior 
to  admission  when  following  a tooth  extrac- 
tion he  bled  profusely,  requiring  blood  trans- 
fusions, with  prompt  cessation  of  the  bleed- 
ing. Two  months  following  this  incident  he 
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developed  weakness  and  pallor  for  which  he 
was  hospitalized  at  his  local  health  center. 
He  was  found  to  have  Necator  americanus 
and  was  treated  for  this,  but  besides,  he 
received  blood  transfusions,  oral  iron  tablets 
and  Vitamin  B-12  injections.  He  felt  well 
until  2 months  prior  to  admission  when  he 
began  to  feel  dizzy,  weak  and  became  progres- 
sively pale.  Bleeding  from  the  gums  and  ec- 
chymoses  developed,  for  which  reason  he  was 
referred  to  our  hospital. 

The  past  history  revealed  that  he  had  syphi- 
lis when  young  and  was  treated  with  Salvar- 
san.  The  review  of  systems  revealed  poor 
vision  and  loss  of  weight  of  around  25  pounds 
during  the  last  year. 

On  physical  examination  he  was  found  to 
be  chronically  ill  and  pale.  The  vital  signs 
were  normal.  The  right  eye  presented  a small 
nevus  on  the  limbus  and  intracorneally,  sur- 
rounded by  a bluish  discoloration.  The  left  eye 
showed  a full  iridectomy  and  some  encarcerat- 
ed  uveal  tissue.  The  mucous  membranes  were 
very  pale.  The  lungs  were  clear  and  the  heart 
was  of  normal  size.  A grade  I blowing  mur- 
mur was  heard  over  the  whole  precordium. 
The  spleen  was  palpable  1 cm.  below  the  left 
costal  border.  Many  ecchymotic  lesions  were 
present  over  the  extremities.  There  was  no 
adenopathy  and  the  neurologic  examination 
was  normal.  The  fundoscopic  examination 
revealed  many  flame  shaped  hemorrhages, 
microaneurysms  and  distention  of  the  retinal 
veins.  (Fig.  1). 

On  admission  the  hemoglobin  was  4.1  gm/ 
100  ml;  the  white  blood  cell  count  was  3,300/ 
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Fig.  1 — Photomicrograph  of  the  retina. 
There  is  a large  area  of  degeneration,  flame 
shaped  hemorrhages,  microaneurysms  and 
engorgement  of  the  retinal  veins  (sausage- 
shape)  . 

mm"  with  bb'/c  lymphocytes,  38%  neutrophils, 
3%  monocytes,  3%  stabs  and  1%  eosino- 
philes;  the  platelet  count  was  4,000/ mm’; 
the  sedimentation  rate  was  85  mm/hours;  the 
urinalysis  revealed  traces  of  albumin  and  the 
fasting  blood  sugar  was  95  mg./ 100  ml. 
The  blood  urea  nitrogen  was  18.5  mg/100 
ml;  the  bilirubin  was  0.42  mg./lOO  ml. 
with  0.3  mg.  direct.  The  bormosulphalein 
retention  was  0%;  the  serum  glutamic 
oxaloacetic  transaminase  was  22  units  and 
the  pryruvic  was  10  units;  the  lactic  acid 
dehydrogenase  was  540  units;  the  alkaline 
phosphatase  was  8.5  KA  units;  the  Hanger’s 
test  was  negative  in  24  hours  and  2/in  48 
hours  and  the  thymol  turbidity  was  11.4  units. 
The  Coomb’s  test,  cryoglobulin,  and  urinary 
Bence  .Jones  proteins  were  negative.  The 
serum  iron  was  183  mici’ograms  per  100  ml  and 
the  serum  copper  115  micrograms  per  100  ml. 
The  VDRL  and  Mazzini  tests  were  weakly 
reactive.  The  Sia  test  was  strongly  positive 
and  the  total  protein  was  8.8  gm/100  ml. 
with  4.25  gm.  globulin  and  3.55  gm.  albumin. 
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Several  radiologic  studies  were  done  includ- 
ing bone  survey,  chest  X-Ray,  upper  gastro- 
intestinal series  and  barium  enema,  all  of 
which  were  normal.  The  electrocardiogram 
was  also  normal. 

The  bone  marrow  aspiration  revealed  a 
hypoplastic  marrow  with  increased  number 
of  lymphocytes,  plasma  cells  and  plasmacytic 
lymphocytes.  (Fig.  2).  A tentative  diagnosis 
of  aplastic  anemia  was  made.  The  paper 
electrophoresis  of  the  serum  proteins  revealed 
a peak  in  the  gamma  region  of  54%.  (Fig.  3). 

\ 
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% 
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Fig.  2 — Photomicrograph  of  the  Bone 
Marrow:  Most  of  the  cellular  element  are  plas- 
ma cells,  lymphocytes  and  plasmatic  lym- 
phocytes. 

Some  special  studies  were  done  to  determine 
the  specific  natuiie  of  the  hyperglobulinemia. 
Sephadex  gel  filtration  showed  increase  in 
high  molecular  weight  globulins  and  decrease 
in  medium  size  globulins  and  low  molecular 
weight  protein  most  of  which  was  albumin. 
Ultracentrifuge  analysis  of  the  serum  prote- 
ins revealed  normal  amounts  of  7S  gamma 
globulin,  increased  17S  macroglobulins,  and  the 
presence  of  23S  macroglobulins.  íhe  protein 
immuno-electrophoresis  revealed  reduced  a- 
mounts  of  gamma  G,  normal  or  slight  reduced 
amounts  of  gamma  A and  elevated  gamma 
M.  This  was  interpreted  as  compatible  with 
Waldenstrom’s  macroglobulinemia. 

Coagulation  studies  revealed  a 4/tourni- 
quet test  and  a platelet  count  of  5,000/mm’. 
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Fig.  3 — The  paper  electrophoresis  shows 
a peak  in  the  Gamma  region  similar  to  that 
seen  in  most  cases  of  Multiple  Myeloma. 

The  Duke  bleeding  time  was  over  8 minutes 
and  the  Lee-White  clotting  time  11  minutes 
and  30  seconds.  There  was  no  clot  retraction 
in  24  hours.  The  one-stage  prothrombin  time 
was  10  seconds  for  the  control  plasma;  12.4 
seconds  for  the  patient’s  plasma  and  a serum 
prothrombin  of  14.8  seconds.  A test  for  fibli- 
nolysis  was  normal  and  the  partial  thrombo- 
plastin time  was  60  seconds  with  a control  of 
66  seconds.  The  thromboplastin  generation 
test  was  normal  using  a platelet  substitute. 
A fibrinogen  level  of  230  mg./lOO  ml.  was 
obtained  from  an  old  frozen  plasma.  All  the 
abnormal  values  could  be  attributed  to  throm- 
bocytopenia. 


During  the  first  month  of  hospitalization 
the  patient  bled  frequently  from  his  gums 
and  complained  of  dizziness.  Several  trans- 
fusions of  packed  cells  were  given,  but  it 
wasn’t  until  he  received  500  cc  of  fresh  blood 
in  plastic  bags  that  his  symptoms  improved 
for  20  days.  Therapy  with  Penicillamine  in 
an  attempt  to  break  the  macroglobulins  was 
given  for  30  days  with  no  change  in  the  serum 
protein  electrophoresis  or  ultracentrifuge 
analysis.  Treatment  with  prednisone  for  18 
days  did  not  seem  to  lessen  the  requirements 
for  transfusions  nor  improve  his  symptoms. 
Plasmapheresis  was  done  on  three  occasions 
with  only  temporary  relief  of  symptoms. 
Chlorambucil  was  given  during  the  last  5 
days,  also  without  avail.  One  hundred  and 
twenty  three  (123)  days  after  admission  he 
developed  fever  and  died  quietly.  (Fig.  4). 

At  post-mortem  examination  he  was  found 
to  have  bronchopneumonia,  two  very  small 
cavities,  0.3  cm.  each,  in  the  right  lung  and 
splenectomy.  On  microscopic  examination  the 
liver,  spleen  and  lymph  nodes  architecture 
were  altered  by  lymphoid  and  plasmatic  proli- 
feration. (Fig.  5)  There  were  some  cells  with 
intranuclear  and  intracytoplasmic  PAS  posi- 
tive inclusions.  Special  stains  revealed  in- 
crease hemosiderin  in  the  liver.  The  patho- 
logical findings  were  consistent  with  the  diag- 
nosis of  Waldenstrom’s  macroglobulinemia. 


Discussion 

In  order  to  have  a good  understanding 
of  Waldenstrom’s  macroglobulinemia  a brief 
review  of  the  nature  of  the  gamma  globulins 
is  essential.  Gamma  globulin  is  composed  of 
three  groups  of  immunoglobulins  which  are, 
gamma  G,  gamma  A and  gamma  AP  Each 
one  of  these  immunoglobulins  is  composed  of 
an  indeterminate  number  of  proteins  which 
share  certain  structural  physicochemical  and 
immunochemical  properties,  but  at  the  same 
time  have  specific  functional  and  structural 
specificities,  as  antibodies  and  antigens. 


jrig,  4 — Graph  showing  the  hospital  course.  Variations  in  the  hemoglobin,  white  cell  count  and 


platelets  are  shown  in  relation  to  treatment.  P. 
bags;  WB  - whole  blood. 


Fig.  .5  — Photomicrograph  of  the  spleen 
showing  the  altered  architecture  by  proliferat- 
ing plasma  cells  and  plasmatic  lymphocytes. 


I.  - packed  cells;  WBPB  - whole  blood  in  plastic 

Gamma  G constitutes  about  70%  of  gam- 
ma globulin;  it  has  a molecular  weight  of 
around  160,000  and  an  ultracentrifuge  sedi- 
mentation constant  of  7 Svedberg  units.  This 
is  the  normal  gamma  globulin  and  also  the 
one  found  elevated  more  frequently  in  mul- 
tiple myeloma. 

Gamma  A constitutes  about  25%  of  the 
normal  serum  gamma  globulin,  has  a mole- 
cular weight  of  160,000,  and  a sedimentation 
constant  of  7S.  It  differs  from  gamma  G in 
the  higher  content  of  carbohydrate  and  a 
tendency  to  polymerize  into  9S,  IIS  and 
15S  units. 

The  heaviest  gamma  globulin  is  gamma 
M who  has  a molecular  weight  of  about 
1,000,000  and  a sedimentation  constant  of 
about  14S  and  usually  19S  or  over.  These 
macroglobulins  constitute  about  5%  of  serum 
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gamma  globulin  in  the  normal  individual. 
Opposite  to  these  macroglobulins  we  have 
Bence  Jones  proteins  with  a molecular  \vcight 
of  40,000  and  H gamma  2 chain  protein  with 
a molecular  weight  of  56,000  (3)  which  was 
recently  described  in  Franklin’s  disease. 

Macroglobulinemia  is  in  itself  a bioche- 
mical abnormality  produced  in  several 
disease  entities  including  Waldenstrom’s  ma- 
croglobulinemia which  is  considered  a pri- 
mary disorder.  The  secondary  forms  are  an 
example  of  the  non-specific  nature  of  their 
formation  as  seen  in  nephrosis,  lupus  erythe- 
matosus, congenital  syphilis,  Sjogren’s  syn- 
drome, chronic  hepatitis,  kala  azar,  toxoplas- 
mosis, carcinoma,  amyloidosis,  multiple 
myeloma  and’ some  lymphomas.  In  these  se- 
condary forms  the  percentage  of  macroglo- 
bulins is  not  high  and  electrophoretically  they 
present  a flat  curve  rather  than  a peak  due 
to  the  lack  of  homogenity.  (4) 

Waldenstrom’s  macroglobulinemia  is  con- 
sidered a neoplastic  lymphoproliferative 
disease  closely  related  to  chronic  lymphatic 
leukemia,  multiple  myeloma  and  the  new 
syndrome  of  H gamma  2 chain  (Franklin’s) 
disease.  (5,  3)  The  disease  is  characterized  by 
an  abnormal  proliferation  of  the  cells  compos- 
ing the  immunocyte  complex;  the  lympho- 
cytes, plasma  cells  and  reticular  cells.  The 
lymph  nodes,  spleen,  liver  and  bone  marrow 
are  the  more  frequently  affected  organs, 
where  cells  having  intranuclear  and  intracy- 
toplasmic  PAS  positive  inclusions  are  found. 
Tissue  cultures  of  lymph  nodes  from  patients 
suffering  from  macroglobulinemia  have 
shown  increase  production  of  19S  macroglo- 
bulins. 

The  etiology  of  these  immunocyte  com- 
plex disorders  is  unknown  but  a genetic  fac- 
tor has  been  suspected  from  the  evidence  in 
mice  plasma  cell  neoplasms.  Reports  of  an  ex- 


tra chromosome  from  group  B have  been 
made  in  3 cases  with  macroglobulinemia.  (3) 

In  our  patient  an  inconstant  dicentric  chromo-  Í 
some  in  group  B was  found  in  half  of  the  20  | 

metaphases  counted.  This  abnormality  which  ij 
can  be  produced  by  radiation  could  well  be  | 
a variant  of  the  previously  reported  abnor-  I 
mality  or  a non-specific  abnormality  of  a 
neoplastic  disorder.  In  our  patient  the  num- 
ber of  chromosomes  was  a normal  46.  j 

The  clinical  features  of  macroglobuli- 
nemia were  well  represented  in  our  patient.  j 
It  occurs  in  people  over  50  years  old  and  is  ' 
frequently  a chronic  disorder,  although  some  | 
acute  fonns  are  seen.  Weakness,  pallor,  las-  • 
situde,  weight  loss  and  bleeding  tendencies  | 
are  invariably  present.  Lymphadenopathy, 
hepatomegaly  and  splenomegaly  are  present  j 
in  50%  of  the  patients.  Retinopathy  with 
hemorrhages,  deposit  of  plasma  proteins  and 
enlargement  of  the  retinal  veins  due  to  the 
high  viscosity  of  the  blood  is  frequently  seen. 
Bleeding  manifestations  mainly  from  the 
oral  and  nasal  mucosa  is  the  result  of  throm-  j 
bocytopenia,  reduction  in  various  clotting  ! 
factors,  interference  with  the  formation  of 
fibrin  or  damage  to  the  vessel  wall  by  depo- 
sition of  plasma  proteins.  Neurologic  man- 
ifestations due  to  the  infiltration  of  the  cen- 
tral nervous  with  lymphoreticular  cells  or 
precipitation  of  the  paraproteins  in  the  lym- 
phatic spaces  of  the  brain  have  been  describ- 
ed. The  most  frequent  neurologic  manifesta- 
tions are  due  to  intracerebral  or  subarach- 
noid hemorrhages,  which  together  with  in- 
fections are  the  most  common  causes  of 
death.  (6) 

In  some  cases  of  macroglobulinemia  the 
protein  is  a cryoglobulin  which  can  at  the 
same  time  be  a cold  hemagglutinin  and  pro- 
duce hemolytic  anemia  and  Raynauds  phe- 
nomena. The  Coomb’s  test  can  be  positive. 
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but  is  not  invariably  so.  When  vve  have  these 
variants,  a great  similarity  to  chronic  lym- 
phatic leukemia  exists.  (7) 

The  diagnosis  of  Waldenstrom’s  macro- 
globulinemia should  be  suspected  when  the 
patient  presents  with  hyperglobulinemia  of 
the  gamma  type,  a bone  marrow  with  in- 
crease plasmacytic  lymphocytes  and  no  osseus 
lesions.  The  sedimentation  rate  is  high,  there 
is  rouleaux  formation  and  a positive  Sia  test. 
In  paper  electrophoresis  a sharp  peak  is  pre- 
sent usually  in  the  gamma  region,  but  in 
starch  gel  or  acrylamide  gel  disc  electropho- 
resis the  macroglobulins  do  not  migrate  and 
stain  deeply  at  the  starting  point.  (Fig.  6) 
This  can  distinguish  between  macroglobuli- 
nemia and  7S  myeloma  proteins.  Immuno- 
electrophoresis is  an  adequate  technique  to 
demonstrate  macroglobulinemia,  but  the 
most  reliable  and  final  proof  is  ultracentri- 
fugatiori  where  macroglobulins  show  sedi- 
mentation constants  of  over  14  Svedberg 
units.  (4) 

We  must  differentiate  macroglobulinemia 
from  aplastic  anemia,  multiple  myeloma, 
chronic  lymphatic  leukemia,  (Heavy)  H 
gamma  2 chain  or  Franklin’s  disease  and 
hyperglobulinemic  purpura.  (5) 

Aplastic  anemia  may  be  suspected  when 
pancytopenia  and  hypocellular  marrow  are 
present  before  doing  a serum  electrophoresis. 
If  adenopathy  and  splenectomy  are  present 
these  point  away  from  aplastic  anemia,  which 
is  more  often  seen  in  younger  people. 

Multiple  myeloma  is  characterized  by 
severe  bony  pains,  osteolytic  lesions,  myeloma 
cells  in  the  bone  marrow  and  Bence  Jones 
proteinuria.  In  some  instances  it  is  difficult 
to  differentiate  from  macroglobulinemia  un- 
til Immunoelectrophoresis  and  ultracentrifu- 
gation show  7S  gamma  globulin  instead  of 
macroglobulins.  (9) 


Fig.  6 — Disc  electrophoresis  (acrylamide 
gel)  showing  the  patient’s  serum  A,  a normal 
serum  B,  and  a serum  from  a myeloma  pa- 
tient. Note  that  in  A the  macroglobulins  (M) 
do  not  migrate  and  stain  deeply  at  the  start- 
ing point.  The  (G)  shows  the  region  of  Gam- 
ma globulin.  The  dark  band  near  the  bottom 
is  the  fast  migrating  albumin. 


Chronic  lymphatic  leukemia  shows  hy- 
pogammaglobulinemia in  50%  of  patients, 
but  there  is  a 10%  who  can  have  macroglo- 
bulinemia. The  bone  marrow  is  infiltrated 
with  mature  lymphocytes  and  the  peripheral 
blood  has  a true  lymphocytosis.  As  was  men- 
tioned before,  the  similarities  between  lym- 
phocytic leukemia  and  macroglobulinemia  in 
some  patients  makes  it  impossible  to  differen- 
tiate. Transformation  from  one  disease  to 
the  other  have  been  described  by  some  out- 
standing hematologists,  a fact  which  makes 
them  believe  that  they  are  the  same  or  very 
similar  disorders.  (4,  6) 
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Most  recently  a new  disorder  of  the  H 
(Heavy)  chain  in  gamma  globulin  has  been 
described  and  five  cases  reported.  (10,  11) 
This  disorder  is  almost  identical  to  macro- 
globulinemia  except  that  the  hypergamma- 
globulinemia consists  of  proteins  of  a mole- 
cular weight  of  56,000  which  are  spilled  in 
the  urine  and  give  a negative  Bence  Jones 
proteinuria.  The  paper  electrophoresis  of  the 
serum  protein  shows  a peak  in  the  gamma 
region.  Clinically  it  presents  with  lymphade- 
nopathy,  anemia  and  a bone  marrow  with 
plasma  cells  and  lymphocytic  proliferation. 
No  osseus  lesions  are  present. 

The  last  disorder  to  be  confused  with 
macroglobulinemia  is  hyperglobulinemic  pur- 
pura, a disorder  also  described  by  Dr.  Wal- 
denstrom. It  is  a disease  of  women  charac- 
terized by  purpura  of  the  lower  extremities 
and  high  serum  globulins  producing  a flat 
curve  on  paper  electrophoresis.  No  macroglo- 
bulins are  present  on  ultracentrifugation. 

The  treatment  of  macroglobulinemia  has 
improved  considerably  in  the  last  4 years. 
Splenectomy  has  been  used  with  poor  results. 
Corticosteroids  are  of  value  only  when  hemo- 
lytic anemia  is  present.  (6)  Blood  transfu- 
sions are  of  value  not  only  because  they  cor- 
rect the  anemia  but  because  they  help  to 
correct  deficiencies  in  coagulation  factors. 
Fresh  blood  in  plastic  bags  seems  to  be  the 
ideal  way  to  transfuse.  Plasmapheresis  with 
the  removal  of  large  amounts  of  serum  pro- 
teins has  been  done  with  beneficial  effects, 
but  these  are  transitory.  (13) 

Macroglobulins  are  formed  of  polypeptide 
chains  boun  by  disulfide  linkages.  It  has  been 
found  in  vitro  that  incubation  of  macroglobul- 
ins with  mercaptans  splits  the  disulfide  bonds 
resulting  in  proteins  of  less  weight  with  free 
SH  group.  This  depolymerization  has  been 
attempted  in  vivo  with  B,  B dimethylcysteine 
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or  Penicillamine  which  has  been  used  as  a 
chelating  agent  for  copper  in  Wilson’s  | 
disease.  A dose  of  1.5  gm./day  and  later  in-  ' 
creased  to  2 gins. /day  was  used  in  our  patient 
with  no  splitting  of  the  macroglobulin.  A 
larger  dose  of  3 gms.  per  day  has  been  report- 
ed more  effective  lately.  It  is  known  that 
soon  after  the  Penicillamine  is  discontinued 
the  macroglobulins  reform. 

At  the  present  time  for  those  patients 
who  do  not  present  with  severe  pancytopenia 
the  treatment  of  choice  is  either  chlorambucil 
(Leukeran)  (15)  or  cyclophosphamide  (Cy- 
toxan) . (16)  With  both  medications  good 
remission  have  been  reported,  characterized 
by  decrease  in  macroglobulins,  increase  in 
hemoglobin  and  improvement  of  symptoms. 

It  is  felt  that  Melphalan  (phenylalanine  mus- 
tard) which  is  used  for  multiple  myeloma 
may  also  be  a successful  drug  in  macroglo- 
bulinemia. (17) 

Summary 

A case  of  Waldenstrom’s  macroglobuline- 
mia has  been  reported.  The  patient  manifest- 
ed pallor,  weakness,  bleeding  gums,  anemia, 
pancytopenia  and  hypergammaglobulinemia. 
Studies  on  serum  protein  revealed  an  increase 
in  a gamma  globulin  which  was  identified 
as  a macroglobulin  both  by  immunoelectro- 
phoresis  and  ultracentrifugation.  The  patient 
was  treated  with  penicillamine,  prednisone, 
plasmapheresis  and  blood  transfusions  with- 
out an  adequate  response.  Post  mortem 
studies  revealed  an  infiltration  of  lymph  no- 
des, liver  and  spleen  with  lymphoid  and  plas- 
matic cells  which  contained  both  nuclear  and 
cytoplasmic  PAS  positive  inclusions. 

A review  of  the  etiology  of  Waldens- 
trom’s macroglobulinemia,  its  differential 
diagnosis  and  present  status  of  therapy  for  : 
this  condition  was  presented. 
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Resumen 

Se  presenta  un  paciente  con  macroglo- 
bulinemia  de  Waldenstrom.  Este  paciente  te- 
nía, palidez,  debilidad,  anemia,  encías  san- 
grantes, pancítopenia  e hiperglobulinemia. 
El  estudio  de  las  proteínas  séricas  reveló  un 
aumento  en  gamma  globulina  que  se  identifi- 
có como  una  macroglobulinemia  por  estu- 
dios de  inmunoelectroforesis  y ultracentrifu- 
gación.  El  paciente  fue  tratado  con  Penici- 
lamina,  prednisona,  plasmaferesis  y transfu- 
siones de  sangre  con  una  respuesta  pobre.  En 
autopsia  los  ganglios  linfáticos,  el  bazo  y el 
hígado  demostraron  infiltración  con  células 
linfoides  y plasmáticas  que  tenían  inclusiones 
nucleares  y citoplásmicas  PAS  positivas. 

Una  discusión  de  la  etiología  de  la  macro- 
globulinemia de  Waldenstrom,  su  diagnóstico 
diferencial  y un  repaso  de  las  distintas  moda- 
lidades de  tratamiento  fue  presentado. 
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EDITORIAL 


THE  ROUTINE  USE  OF  NARCOTICS  AND  OTHER  DRUGS 
ON  THE  SURGICAL  PATIENT 

The  surgeon,  anesthesiologist  and  clinicians,  being  mortal  men,  follow  closely 
traditions  and  habits.  They  are  prone  to  employ  a well  worn  medical  cliche  which 
has  become  meaningless  with  the  passage  of  time.  Thus  we  have  in  medicine 
terms  such  as,  ^‘biological  pre-determinism” , “well  fed  and  well  nourished” , just 
to  mention  two.  Likewise  the  use  t certain  drugs  administered  before,  during 
and  after  surgery  have  become  established,  ingrained,  used  and  continued  to  use 
although  they  have  outlived  their  usefulness.  Recently,  our  attention  has  been 
called  to  this  problem  because  of  the  difficulties  brought  to  patient  by  routine 
drug  therapy. 

First  let  us  discuss  the  premedication  of  patients  for  anesthesia.  Anesthe- 
siologists are  truly  practicing  pharmacologists  and  their  work  is  the  study  of  the 
action  of  drugs  under  anesthesia  be  it  general  or  spinal.  Consistently  patients  are 
premedicated  with  meperidine,  morphine  or  a similar  substance.  This  tradition 
is  so  deeply  engrained  that  one  writes  the  order  for  it  without  ever  thinking 
about  it  although  both  meperidine  and  morphine  are  great  pain  killers,  the  pat- 
ient to  be  operated  upon  is  rarely  in  pain.  As  a matter  of  fact,  he  may  be  mortaly 
afraid  and  for  his  fear  what  he  really  needs  is  a tranquilizer.  There  are  many  avail- 
able, but  one  should  select  the  one  best  suited  to  that  particular  patient.  For  ex- 
ample, a short  acting  barbiturate  for  those  with  impaired  renal  function  and  a 
long  acting  barbiturate  for  those  with  impaired  liver  function.  Both  meperidine 
and  opiates  are  contraindicated  in  impaired  liver  function;  it  produces  respiratory 
paralysis  in  patients  with  cerebral  hypoxia  ( example  cardiacs,  heart  block,  cra- 
niocerebral trauma,  shock,  etc.);  it  produces  spasm  of  the  sphincter  of  Oddi  in 
cases  undergoing  biliary  surgery,  etc.  The  fatal  consequences  can  be  wrought  by 
doses  around  25  mgm  of  meperidine  or  its  equivalent.  In  short,  there  is  no  need 
for  routine  use  of  either  meperidine,  opiates  or  the  like  in  premedication  and  its 
use  is  extremely  dangerous. 

Routine  use  of  atrophine  and  scopolamine  should  be  closely  scrutinized.  Cer- 
tainly is  wise  to  employ  it  in  some  patients,  but  with  the  wide  spread  use  of 
endotracheal  intubation  salivation  in  the  anesthesized  patient  ceases  to  be  a prob- 
lem and  on  the  other'  hand  thick  tenacious  mucus  is  difficult  to  dislodge  from 
the  tracheo-bronchial  tree. 
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At  operation,  the  uses  of  vasopressors  can  be  almost  completely  abolished. 
There  is  mounting  evidence  that  when  employed  in  conjunction  with  spinal  an- 
esthesia for  delivery,  or  cesarian  section  there  is  fetal  hypoxia.  Furthermore,  vaso- 
dilators are  of  advantage  during  surgery  and  in  our  clinic  it  has  been  used 
routinely  in  pulmonary  and  aortic  surgery.  Tissue  perfusion  with  vaso-dilators 
is  best  and  urine  output  is  maintained  although  at  times  arterial  blood  pressure 
can  not  be  recorded. 

Succinyl  choline,  this  great  windfall  to  surgery,  has  allowed  the  anesthesi- 
ologist to  employ  less  and  less  of  the  other  agents  and  it  is  not  unusual  to  watch 
a patient  undergoing  heart  surgery  that  obeys  the  commands  given  to  him  and 
still  can  not  recall.  The  succinyl  choline  has  allowed  for  maximal  oxigenation  of 
our  patients  and  there  is  no  doubt  that  oxigen  is  one  of  our  best  friends.  Succinyl 
choline  though  is  again  very  dangerous  in  patients  suffering  from  severe  elec- 
trolyte imbalances  such  as  seen  in  bowel  obstruction,  heart  failure  on  salt  res- 
triction and  diuretics,  cirrhotics  in  decompensation,  hypokalemia,  etc. 

The  post  operative  patient  is  indeed  in  a very  fragile  state.  Pain  should  be 
controlled  with  judicious  use  of  meperidine,  opiates,  etc.,  but  is  contraindicated  in 
patients  that  have  had  cerebral  hypoxia  or  anoxia  brain  damage  or  brain  surgery, 
and  liver  damage.  The  above  excludes  all  open  heart  surgery,  all  brain  surgery 
and  cirrhotics.  Careful  evaluation  of  patients  who  had  been  in  shock  or  are  in 
shock  post  operatively  should  be  given,  in  order  that  hypoxia  of  the  brain  does 
not  result  in  a respiratory  arrest. 

It  is  in  the  postoperative  patient  that  routine  use  of  antibiotics  is  most  fre- 
quently employed.  The  use  of  streptomycin  routinely  is  dangerous  and  the  drug 
should  only  be  employed  when  the  bacteria  recovered  are  sensitive  to  it.  A dose 
of  .5  gm  is  enough  to  produce  untoward  effects  and  rarely  one  needs  the  combi- 
nation of  penicillin-streptomycin.  Penicillin  continues  to  be  the  drug  of  choice, 
when  needed. 

Finally  a word  about  the  administration  of  blood.  A blood  transfusion  is  a tis- 
sue transplant  from  one  man  to  next  and  it  undergoes  the  same  fate  as  all  homo- 
transplants, namely  it  is  rejected.  Its  use  should  be  carefully  evaluated  and  rarely 
there  is  need  for  one  blood  transfusion.  Frequently  a surgeon  excuses  himself  by 
saying  that  the  patient  actually  needed  more  than  the  amount  administered.  It 
is  often  stated  that  a patient  that  is  stable  and  whose  hemoglobin  is  from  9 to  10 
gms  and  hematocrit  from  27  to  30  can  give  a pint  of  blood  with  greater  safety 
than  were  he  to  receive  that  same  amount.  It  is  safer  to  donate  blood  than  to 
receive  it.  Statistics  show  that  the  mortality  for  receiving  a 500  cc  of  blood  is  a high 
as  for  an  appendectomy.  Recent  reports  show  a tremendous  increase  in  serum 
hepatitis  with  some  authors  reporting  an  incidence  of  18  cases  per  100  transfu- 
sions. The  question  may  be  asked:  Should  this  very  sick  patient  be  placed  under 
anesthesia  and  run  the  risk  of  an  appendectomy?  If  the  answer  is  no,  what  should 
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we  do.  Blood  volume  is  best  replaced  by  lactated  Ringer’s  solution,  low  molecular 
weight  dextran,  single  donor  plasma,  pooled  commercial  plasma  and  last  in  our  list, 
whole  blood.  If  the  patient  is  deficient  in  red  cells  and  has  a normal  blood 
volume  or  it  is  being  restored  by  dextran  or  one  of  the  above,  then  packed  red  cells 
is  ideal.  Finally  blood  should  be  given  when  both  the  red  cell  mass  and  the  plas- 
ma volume  are  low  but  only  to  raise  the  hemoglobin-hematocrit  to  the  levels, 
mentioned  above  but  never  back  to  normal.  It  is  our  belief  that  with  few  excep- 
tions patients  that  have  lost  blood  should  be  given  parenteral  iron  to  insure  its 
absorption. 

In  summary  our  message  is  that  the  drugs  in  routine  use  should  be  reeval- 
uated in  the  light  of  modern  concepts.  Many  routines  are  antiquated  or  dangerous 
and  should  be  discarded. 

F.  L.  Raffucci,  M.  D.,  M.  S.,  F.A.C.S. 
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NOTICIAS 

Locales 

FOTOCOPIADORA  DE  LA  BIBLIOTE- 
CA DE  LA  ESCUELA  DE  MEDICINA. 
La  Biblioteca  de  la  Escuela  de  Medicina  ha 
adquirido  una  fotocopiadora  Xerox,  la  cual 
está  disponible  para  fotocopiar  manuscritos, 
bien  sea  de  libros  encuadernados  o revistas 
cientificas.  Se  cobrarán  lü  centavos  por 
hoja  de  exposición  usada  a todos  aquellos 
individuos  afiliados  a la  Escuela  de  Medi- 
cina, la  Escuela  Dental  y el  Centro  Médico. 
Médicos  uotros  individuos  no  afiliados  a 
estas  instituciones  pagarán  20  centavos  por 
cada  hoja  de  exposición  usada.  Este  servicio 
estará  disponible  de  lunes  a viernes  de  8:00 
A.M.  a 3:30  P.M. 

ASAMBLEA  ANUAL.  El 
Comité  de  Programación  Científica  del 
Consejo  Científico  desea  informar  a la  ma- 
ti’ícula  en  general  que  todos  aquellos  médi- 
cos interesados  en  presentar  trabajos  du- 
rante la  Asamblea  Anual  de  noviembre  se 
sirvan  así  comunicárnoslo  con  anterioridad 
al  15  de  julio  de  1965. 

Los  interesados  deben  enviar  el  título  de 
la  presentación,  los  autores  del  mismo  y 
una  corta  reseña  del  tema  a discutirse. 

Como  en  años  anteriores,  las  presenta- 
ciones se  limitarán  estrictamente  a 20  mi- 
nutos. Será  requisito  indispensable  (¡ue  los 
autores,  antes  de  la  fecha  de  la  presenta- 
ción, sometan  una  co])ia  terminada  y co- 
rregida a ser  considerada  por  la  Junta  Edi- 
tora del  Boletín  para  fines  de  publicación. 

Ago.  4-6.  CURSILLO  PARA  GENERALIS- 
TAS  — La  E.scuela  de  Medicina  de  la  Uni- 
versidad de  Puerto  Rico  se  complace  en 
anunciar  el  próximo  Cursillo  para  médicos 
generalistas.  Este  se  llevará  a cabo  en  el 
anfiteatro  del  Hospital  Universitario  del  4 
al  6 de  agosto  de  1965.  Para  mayor  infor- 
ipación  favor  de  comunicarse  con  la  Ofici- 
na del  Decano,  Escuela  de  Medicina,  San 
Juan,  P.  R.  El  programa  se  circula  próxi- 
mamente a todos  los  médicos  de  Puerto  Rico. 


ESCUELA  DE  RECORDS 
MEDICOS  — El  Departamento  de  Medici- 
na Preventiva  y Salud  Pública  de  la  Escue- 
la (le  Medicina  de  Puerto  Rico  inició  en 
agosto  de  1964  un  nuevo  programa  educa- 
tivo de  Ciencias  en  Récords  Médicos.  Este 
programa  se  originó  en  Puerto  Rico  en  el 
1952,  auspiciado  por  el  Departamento  de 
Salud,  donde  funcionó  hasta  1964  que  fue 
transferido  al  Depto.  de  Medicina  Preven- 
tiva y Salud  Pública  de  la  Escuela  de  Me- 
dicina de  Puerto  Rico. 

El  propósito  de  este  programa  es  el 
adiestramiento  profesional  de  Bibliotecarios 
de  Récords  Médicos.  Este  profesional  rinde 
una  labor  importantísima  dirigiendo  los 
servicios  de  récords  médicos  en  los  hospi- 
tales y otras  agencias  médico-hospitalarias. 
Esta  profesión  es  relativamente  nueva  en 
el  campo  de  la  medicina  y ofrece  amplio 
campo  de  trabajo  para  las  personas  que 
gustan  de  dedicar  sus  conocimientos  y des- 
trezas al  servicio  de  la  Salud  Pública. 

Los  reciuisitos  mínimos  de  admisión  son 
los  siguientes:  Poseer  el  grado  de  bachiller 
de  una  universidad  reconocida  y haber 
ai)robado  los  cursos  de  Zoología  General, 
Fisiología  Humana  y Anatomía  Humana. 

La  Escuela  de  Récords  Medicos  está  acre- 
ditada por  las  agencias  acreditadoras  de 
este  tipo  de  i)rograma  educativo  — la  Aso- 
ciación Médica  Americana  en  colaboración 
con  la  Asociación  Americana  de  Bibliote- 
carios de  Récords  Médicos.  Los  graduados 
de  este  programa  son  elegibles  a coger  el 
examen  de  “Registration”  que  ofrece  la 
Asociación  Americana  de  Bibliotecarios  de 
Récords  Médicos,  que  da  status  de  profe- 
sional al  Bibliotecario  de  Récords  Médicos. 

Actualmente  hay  6 estudiantes  las  cua- 
les se  graduarán  el  próximo  mes  de  julio; 
4 de  éstas  son  becadas  por  el  gobierno  mu- 
nicii)al  de  San  Juan  y 2 son  becadas  por 
el  Departamento  de  Salud  de  Puerto  Rico. 

El  programa  se  inicia  en  agosto  y se  ex- 
tiende por  12  meses  cubriendo  los  siguientes 
cursos:  Terminología  Médica,  Fundamentos 
en  Ciencias  Médicas,  Organización  y Ad- 
ministración, Ciencias  en  Récords  Médicos, 
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Aspectos  Mí'dico-Lefíales  del  Récord  Médi- 
co, Problemas  Administrativos  de  Récords 
Médicos  y Práctica  Supervisada.  En  la  ac- 
tualidad los  cursos  se  ofrecen  sin  crédito 
univer.sitario  hasta  tanto  el  organismo  co- 
rrespondiente de  la  Universidad  de  Puerto 
Rico  haga  la  determinación  final  al  res- 
pecto. 

La  escuela  es  dirigida  por  la  Sra.  Olga 
García,  de  la  facultad  del  Departamento  de 
Medicina  Preventiva  y Salud  Pública.  La 
siguiente  facultad  colabora  con  la  Sra.  Gar- 
cía, en  la  enseñanza  de  las  estudiantes:  Dr. 
Kenneth  Ramírez,  Dr.  Manuel  Rebuelta,  Sr. 
Sigifredo  Martinez,  Lie.  Adelaida  Souf- 
front,  Sr.  Hirám  Yunqué  Martínez  y otros 
distinguidos  miembros  de  la  facultad  médi- 
ca del  Hospital  de  Distrito  Universitario  y 
del  Departamento  de  Medicina  Preventiva 
y Salud  Pública  de  la  Escuela  de  Medicina 
de  Puerto  Rico. 

Las  personas  interesadas  y que  reúnan 
los  requisitos  de  admisión,  pueden  pedir 
más  información  a la  siguiente  dirección: 
Oficial  de  Admisiones,  Departamento  de 
Medicina  Preventiva  y Salud  Pública,  E.s- 
cuela  de  Medicina,  San  .Juan,  Puerto  Rico. 

Oct.  I.'J-IG,  1905  A.samblea  Anual  del  American 
College  of  Physicians,  en  el  edificio  de  la 
Asociación  Médica  de  Puerto  Rico. 

Nov.  9-13  Convención  Anual  de  la  Asocia- 
ción Medica  de  Puerto  Rico,  en  el  Hotel 
San  Jerónimo  Hilton. 

Die.  2-5  Asamldea  Anual  de  la  Sociedad 
Médica  del  Distrito  Sur  de  la  Asociación 
Médica  de  Puerto  Rico. 

Nacionales 

Sept.  20  to  Oct.  2,  1905  - COURSE  IN  LARIN- 

GOLOGV  AND  RRONCHOESOPHAGOLOG Y 

The  Department  of  Otolaryngology,  Col- 
lege of  Medicine  of  the  University  of  Illi- 
nois at  the  Medical  Center,  Chicago,  will 
conduct  a jjostgraduate  course  in  Laryn- 
gology and  Rronchoe.sophagology.  This  coui'- 
.se  is  limited  to  fifteen  (¡hysicians,  and  will 


be  under  the  direction  of  Paul  H.  Hollinger, 
M.D.  It  will  be  held  at  the  new  Illinois  Eye 
and  Ear  Infirmary,  1855  West  Taylor  Street, 
Chicago.  Instruction  will  be  provided  by 
means  of  animal  demonstrations,  and  practi- 
ce in  bronchoscopy  and  esophagoscopy,  diag- 
nostic and  surgical  clinics,  as  well  as  didac- 
tic lectures. 

Interested  registrants  will  please  write  di- 
rectly to  the  Department  of  Otolaryngology, 
College  of  Medicine  of  the  University  of  Il- 
linois at  the  Medical  Center,  Postoffice  Box 
()998,  Chicago,  Illinois  G()G8(). 

CHEST  PHYSICIANS  RESIDENT 
LOAN  FUND.  The  American  College  of 
Chest  Physicians  offers  loans  to  resident 
physicians  in  the  United  States  and  Canada 
to  assist  them  in  completing  their  residencies 
in  cardiovascular  and  pulmonary  diseases. 
The  Resident  Loan  Fund  was  established 
by  the  Board  of  Regents  of  the  College.  Ac- 
ceptable i-esidents  may  bori’ow  up  to  $3,00(1. 
00  at  3 per  cent  interest.  These  Loans  are 
available  to  both  medical  and  surgical  re- 
sidens  in  approved  hospitals. 

Application  foi’ins  may  be  secured  by 
writing  to  the  Committee  on  Resident  Loan 
Fund,  American  College  of  Chest  Physicians, 
112  East  Chestnut  Street,  Chicago,  Illinois 
GOGH. 

A NATIONAL  PROGRAM 
TO  CONQUER  HEART  DISEASE,  CAN- 
CER AND  STROKE  — VOLUME  II,  Re- 
port by  The  President’s  Commission  on 
Heart  Disease,  Cancer  and  Stroke.  The 
second  volume  of  the  report  of  the  Presi- 
dent's Commission  on  Heart  Disease,  Can- 
cer and  Stroke  publishes  full  reports  of 
the  subcommittees  and  the  source  pajieis, 
pi'cpared  by  staff  members.  This  material 
is  based  on  testimony  of  expeil  witnesses 
and  intense  study  of  the  literature.  It  pi'o- 
vides  guidelines  and  fi’csh  data  for  the 
aims  of  State  luuilth  departments,  schools 
of  th('  health  i)rofessions,  municipal  govern- 
ments, research  institutions,  hospitals, 
foundations,  and  voluntary  organizations. 
'I'he  papei’s  open  new  pathways  of  res''arch 
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and  health  practice.  In  addition  to  subcom- 
mittee reports  and  staff  papers  on  heart 
disease,  cancer,  stroke,  research,  rehabili- 
tation, manpower,  communications,  and 
facilities,  this  volume  contains  a monumen- 
tal report  on  the  economic  costs  of  cardio- 
vascular diseases  and  cancer  and  a sum- 
mary of  a conference  of  experts  on  the 
economics  of  medical  research.  1965. 

656  p.  il. 

Catalog  No.  Pr  36.8:H35/P  94/vol.  2 

$3.00  per  copy 

If  interested,  order  from: 

Superintendent  of  Documents 
Government  Printing  Office 
Washington,  D.  C.  20402 

ADVICE  TO  AUTHORS:  The  Amer- 
ican Association  has  prepared  a guide  for 
physicians  who  plan  to  submit  manuscripts 
to  any  of  the  Association’s  ten  specialty 
journals.  This  guide  will  help  you  a great 
deal  if  you  are  planning  to  submit  manus- 
cripts for  publication  in  practically  any 
scientific  medical  journal. 

If  you  are  interested  in  obtaining  a copy 
of  this  booklet  write  to : 

.lunta  Editora 

Boletín  Asociación  Médica  de 
Puerto  Rico 
Apartado  9111 

Santurce,  Puerto  Rico  00908 

Internacionales 

Sept.  5-9.  International  Congress  on  Rheu- 
matic Diseases,  11th,  Buenos  Aires,  Argen- 


tina. Dr.  A.  Caruso,  Juncal  1875,  Planta 
Baja,  Dept.  2,  Buenos  Aires,  Argentina. 

Sept.  5-10.  International  Congress  of  Neurol- 
ogy. 8th,  Vienna,  Austria.  Congress  Secre- 
tariat, Vienna  Academy  of  Medicine,  4 
Alserstr.,  Vienna  IX,  Austria. 

Sept.  19-24.  World  Medical  Association,  XIXth 
General  Assembly,  London,  England.  Dr. 
H.  S.  Gear,  10  Columbus  Circle,  New  York 
19,  N.  Y.,  Sec’y-Gen. 

Sept.  22-28.  International  Congress  of  Radiol- 
ogy, 11th,  Rome,  Italy.  Dr.  Arduino  Ratti, 
Via  Moscova  44/1,  Milan,  Italy,  Sec’y-Gen. 

Sept.  27-30.  Middle  Eastern-Mediterranean 
Pediatric  Congress,  IV,  Athens,  Greece. 
Professor  C.  B.  Choremis,  Pediatric  Clinic 
of  Athens  University,  and  Dr.  S.  G.  Had- 
jidakis.  Secretary,  29  Stadiou  St.,  Athens 
122,  Greece. 

Oct.  1-4,  1966.  International  College  of  Sur- 
geons International  Biennial  Congress  will 
be  held  on  Mexico  City,  Mexico. 

Oct.  4-11,  1967  International  College  of  Sur- 
geons, International  Biennial  Congress  will 
be  held  on  Tokyo,  Japan. 

Nov.  5-11,  International  Congress  of  Pedi- 
atrics, Ohkura  Hotel,  Tokyo,  Japan,  Dr. 
Kenji  Nakamura,  Dept,  of  Pediatrics,  Uni- 
versity of  Tokyo,  Motofujicho,  Bunkyoku, 
Tokyo,  Japan,  Gen.  Sec’y. 

Fall  1970  International  College  of  Surgeons, 
International  Biennial  Congress  will  be  held 
on  Paris,  France,  on  fall,  1970. 


Instrucciones  para  los  Autores: 

El  Boletín  acepta  para  su  publicación 
artículos  relativos  a medicina  y cirugía  y las 
ciencias  afines.  Igualmente  acepta  artículos 
especiales  y correspondencia  que  pudiera  ser 
de  interés  general  para  la  profesión  médica. 

El  artículo,  si  se  aceptara,  será  con  la  con- 
dición de  que  se  publicará  únicamente  en  esta 
revista. 

Para  facilitar  la  labor  de  revisión  de  la 
Junta  Editora  y del  impresor,  se  requiere  de 
los  autores  que  sigan  las  siguientes  instruc- 
ciones : 

a)  Los  trabajos  deberán  estar  escritos  a 
máquina  a doble  espacio  y por  un  solo  lado  de 
cada  página,  en  duplicado  y con  amplio  mar- 
gen. 

b)  En  página  separada  debe  incluirse  lo 
siguiente:  título  (no  excediendo  de  80  letras  y 
espacios),  nombre  del  autor  (es),  institución 
y dirección  postal  del  autor. 

c)  Artículos  referentes  a resultados  de 
estudios  clínicos  o investigaciones  de  laborato- 
rio deben  organizarse  bajo  los  siguientes  en- 
cabezamientos: (1)  introducción,  (2)  material 
y métodos,  (3)  resultados,  (4)  discusión,  (5) 
resumen  (en  español  e inglés),  y (6)  refe- 
rencias. 

d)  Artículos  referentes  a estudios  de  casos 
aislados  deben  organizarse  en  la  siguiente  for- 
ma: (1)  introducción,  (2)  observaciones  del 
caso,  (3)  discusión,  (4)  resumen  (en  español 
e inglés),  (5)  referencias. 

e)  Las  tablas,  notas  al  calce  y leyendas 
deben  aparecer  en  hojas  separadas. 

f)  Si  un  artículo  ha  sido  leído  en  alguna 
reunión  o congreso,  así  debe  hacerse  constar 
como  una  nota  al  calce. 

g)  Deben  usarse  los  nombres  genéricos  de 
los  medicamentos.  Podrán  usarse  también  los 
nombres  comerciales,  entre  paréntesis,  si  así 
se  desea. 

h)  Se  usará  con  preferencia  el  sistema 
métrico  de  pesos  y medidas. 

i)  Las  fotografías  y microfotografías  se 


someterán  como  copias  en  papel  de  lustre  sin 
montar.  Los  dibujos  y gráficas  deben  prepa- 
rarse a tinta  negra  y en  papel  blanco.  Todas 
las  ilustraciones  deben  estar  numeradas  (nú- 
meros arábigos)  e indicar  la  parte  superior 
de  las  mismas.  Debe  escribirse  una  leyenda 
para  cada  ilustración. 

j)  Las  referencias  deben  ser  numeradas 
sucesivamente  de  acuerdo  con  su  aparición  en 
el  texto.  Los  siguientes  ejemplos  pueden  servir 
de  modelo: 

6.  Koppisch,  E.  Pathology  of  arterios- 
clerosis. Bol.  Asoc.  Med.  P.  Rico  46: 
505,  1954.  (artículo  de  revista). 

4.  Wintrobe,  M.  M.  Clinical  Hematology, 
3rd  Ed.  Lea  and  Febiger,  Philadel- 
phia, 1952,  p.  67.  (libro). 

Deben  usarse  solamente  las  abreviaturas  in- 
dicadas en  el  Cumulative  Index  Medicus  que 
publica  la  Asociación  Médica  Americana. 

Instructions  to  Authors: 

The  Boletín  will  accept  for  publication  con- 
tributions relating  to  the  various  areas  of  me- 
dicine surgery  and  allied  medical  sciences. 
Special  articles  and  correspondence  on  sub- 
jects of  general  interest  to  physicians  will  also 
be  accepted.  All  material  is  accepted  with  the 
understanding  that  it  is  to  be  published  solely 
in  this  journal. 

In  order  to  facilitate  review  of  the  article 
by  the  Editorial  Board  and  the  work  of  the 
printer,  the  authors  must  conform  with  the 
following  instructions: 

a)  The  entire  manuscript,  including  legends 
and  refei enees,  should  be  typewritten  double- 
spaced in  duplicate  with  ample  margins. 

b)  A separate  title  page  should  include  the 
following:  title  (not  to  exceed  80  characters 
and  spaces),  author’s  name  (s) ; institution, 
and  author’s  mailing  address. 

c)  Articles  reporting  the  results  of  clinical 
studies  or  laboratory  investigation  should  be 


organized  under  the  following  headings:  (1) 
introduction,  (2)  material  and  methods,  (3) 
results,  (4)  discussion,  (5)  summary  in  En- 
glish and  Spanish,  (6)  references. 

d)  Case  reports  will  include  (1)  introduc- 
tion, (2)  description  of  the  case,  (3)  discus- 
sion, (4)  summary  in  English  and  Spanish, 
(5)  references. 

e)  Tables,  footnotes  and  legends  to  figures 
should  appear  in  separate  sheets. 

f)  If  the  paper  has  been  presented  at  a 
meeting,  the  place  and  date  should  be  stated 
as  a footnote. 

g)  Generic  names  of  drugs  should  be  used. 
Trade  names  may  also  be  given  in  parenthe- 
sis, if  desired. 

h)  Metric  units  of  measurement  should  be 
used  preferentially. 


i)  Photographs  and  photomicrographs 
should  be  submitted  as  glossy  prints,  unmount- 
ed. Drawings  and  graphs  should  be  made  in 
black  ink  on  white  paper.  All  illustrations 
should  be  numbered  (Arabic)  and  the  top 
indicated.  A legend  should  be  given  for  each. 

j)  References  should  be  numbered  serially 
as  they  appear  in  the  text.  The  following  form 
will  be  used: 

6.  Koppisch,  E.  Pathology  of  arterios- 
clerosis. Bol.  Asoc.  Med.  P.  Rico  46: 
505,  1954.  (for  journal  articles). 

4.  Wintrobe,  M.  M.  Clinical  Hematology, 
3rd  Ed.  Lea  and  Febiger,  Philadel- 
phia, 1952,  p.  67,  (for  books). 
Abreviations  will  conform  to  those  used  in  the 
Cumulative  Index  Medicus,  published  by  the 
American  Medical  Association. 


Most  diuretics  waste  potassium. 


Some  diuretics  (with  K)  replace  potassium. 


This  diuretic  conserves  potassium! 


new 


for  diuresis  without  K depletion 

Dyrenium 

brand  of  triamterene 


Brief  Summary  of  Principal  Contraindi- 
cations, Warnings,  Precautions  and  Side 
Effects 

Contraindications:  Severe  or  progressive 
kidney  disease  or  dysfunction  with  the  pos- 
sible exception  of  nephrosis.  Severe  hepatic 
disease.  Hypersensitivity  to  the  drug. 
Warnings:  Observe  regularly  for  possible 
blood  dyscrasias,  liver  damage  or  other  idio- 
syncratic reactions.  Blood  dyscrasias  have 
been  reported,  but  appear  related  to  the  dis- 
ease condition  rather  than  caused  by  Dyren- 
ium  (triamterene,  SK4F).  BUN  and  serum 
potassium  determinations  should  be  made 
periodically,  especially  in  patients  with  sus- 
pected or  confirmed  renal  insufficiency. 
Precautions:  Electrolyte  imbalance  may  be 
caused  or  aggravated.  Reversible  mild  nitro- 
gen retention  may  be  seen;  rarely,  a rise  in 
serum  potassium.  Full  doses  with  low-salt 
intake  can  cause  low-salt  syndrome.  Do  not 


use  potassium  supplements.  Use  cautiously 
in  patients  with  elevated  serum  potassium. 
Withdraw  drug  gradually  after  intensive  or 
prolonged  therapy.  Concomitant  use  with 
antihypertensive  drugs  may  cause  an  ad- 
ditive effect.  If  used  with  other  diuretics 
titrate  dosage  of  each.  Periodic  blood 
studies  are  recommended  for  cirrhotics. 
Like  any  new  drug,  Dyrenium  (triamterene, 
SK&F)  should  be  used  in  pregnant  patients 
or  in  women  of  childbearing  age  only  when 
deemed  essential  to  the  patient's  welfare. 
Side  Effects:  Occasional  nausea,  vomiting 
and  other  gastrointestinal  disturbances: 
weakness,  headache,  dry  mouth,  rash. 
Before  prescribing,  see  SK&F  product  Pre- 
scribing Information. 

How  Supplied:  100  mg.  capsules,  in  bottles 
of  100. 


Smith  Kline  & French  Laboratories 


Meuj 

MONITUBE 

DIAGNOSTIC  MEDIUM 

from  Massengili 

Detects  Vaginal  Moniliasis  Right  in  Your  Office 

Quickly! 

Conveniently! 

MONITUBE  IS  a Inexpensively! 

diagnostic  vaginal 
swab  with  a culture 
medium  specific  for 
Candida  albicans  (monilia), 
generally  recognized  as  the 
organism  responsible  for 
vaginal  moniliasis.  Monitube’s 
glass  container  serves  as  an 
isolation  unit  for  the  swab  after 
the  culture  has  been  taken. 

MONITUBE  IS  NEEDED  because 
it  provides  the  quick,  specific  diagnosis 
necessary  to  begin  the  treatment,  sparing 
your  patient  needless  discomfort.  The 
frequency  which  the  average  physician  is 
faced  with  moniliasis  may  be  higher  than  you 
imagine.  In  routine  examinations  of  1,034 
female  patients,  21.3%  were  found  infected  with 
vaginal  monilia.*  Any  condition  which  raises  the 
vaginal  glucose  level  (e.g.,  pregnancy,  diabetes  mellitus, 
obesity,  menopause)  favors  mondial  growth.  Antibiotic 
therapy  is  the  outstanding  cause  of  mondial  overgrowth. 

MONITUBE  WORKS  BY  exposure  to  vaginal  secretions 
and  incubation.  If  Monilia  {albicans)  is  present,  it  will  appear 
as  dark  brown  or  black  spots  on  the  culture  medium.  At  room  temperature, 
for  24  to  36  hours. 


culture 


MONITUBE  IS  THAT  SIMPLE:  No  laboratories,  no  microscope,  no  smears.  Just 
an  effortless  test  in  your  own  office. 

Contains:  Agar,  Bismuth  Sulfite,  Dextrose,  Glycine,  Yeast  Extract  and  Neomycin  Sulfate  as 
a preservative. 

Supplied:  12  Monitubes  per  carton.  Available  from  drugstores  or  your  surgical  supply  dealer. 
Caution:  For  professional  use  only.  Negative  medium  swabs  should  not  be  reused.  Destroy 
complete  Monitube  after  diagnostic  exposure.  Medium  that  has  dehydrated  or  darkened  to 
a brown  color  should  not  be  used.  Freezing,  exposure  to  direct  sunlight,  or  excessive  heat  and 
dehydration  will  render  the  medium  and  test  unsatisfactory. 

1.  O’Brien,  J.:  Cañad.  M.A.J.  PO;  1073- 1074,  1964. 
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announcing  a new  SSP  antibiotic 
against  Staph-,  Strep-  and  Pneumococci 
a unique  molecular  structure 
a completely  different  chemical  entity 


lincomycin  hydrochloride  monohydrate 

Dosage  and  Administration:  Oral  - Adults:  mild  infection,  500  mg.  three  times  per  day;  severe  infection,  500  mg. 
or  more  four  times  per  day.  Children:  mild  Infection,  30  mg./kg./day  (15  mg./lb./day)  in  three  or  four  equal  doses; 
severe  infection,  60  mg./kg./day  (30  mg./lb./day)  in  three  or  four  equal  doses.  Intramuscular  - Adults:  mild  infec- 
tion, 600  mg.  (2  cc.)  every  24  hours;  severe  infection,  600  mg.  (2  cc.)  every  12  hours  or  oftener.  Children:  mild 
infection,  10  mg./kg.  (5  mg./lb.)  every  24  hours;  severe  infection,  10  mg. /kg.  (5  mg./lb.)  every  12  hours  or  oftener. 
Intravenous  - Adults:  600  mg.  (2  cc.)  every  8 to  12  hours.  To  administer,  add  drug  to  250  cc.  or  more  of  5%  glucose 
in  water  or  normal  saline  and  give  as  an  infusion.  Children:  10  to  20  mg./kg./day  (5  to  10  mg./lb./day)  in  two  or 
three  doses  at  8 to  12  hour  intervals.  Administer  as  an  infusion.  Increase  dose  for  more  serious  infections.  In 
0-hemolytic  streptococcal  infections  continue  treatment  for  at  least  ten  days  to  diminish  likelihood  of  subsequent 
rheumatic  fever  or  glomerulonephritis.  Contraindications:  Patients  previously  found  hypersensitive  to  drug 
patients  with  known  pre-existing  monilial  infections;  and,  until  further  clinical  experience  is  obtained,  the  new 
born.  Precautions:  Use  of  antibiotics  occasionally  causes  overgrowth  of  nonsusceptible  organisms.  If  superinfec 
tions  occur,  take  appropriate  measures.  Although  no  direct  relationship  of  the  drug  to  liver  disease  has  been  es 
tablished,  patients  receiving  treatment  for  longer  than  one  or  two  weeks  should  ha  ve  liver  function  tests  performed 
No  cases  of  irreversible  toxicity  to  the  hematopoietic  system  and  only  a few  cases  of  neutropenia  and/or  leukopenia 
have  been  reported ; however,  it  is  recommended  that  blood  counts  be  obtained  early  in  course  of  therapy.  Although 
safety  for  use  in  pregnancy  has  not  been  established,  clinical  studies  have  shown  no  evidence  of  ill  effects  in  mother 
or  fetus.  Due  to  lackofadequate  clinical  data, use  in  patients  with  pre-existing  kidney,  liver,  endocrine  or  metabolic 
diseases  not  recommended  unless  special  clinical  circumstances  so  indicate.  Efficacy  in  rheumatic  fever  not  es- 
tablished. Side  Effects:  Loose  stools  or  diarrhea  (observed  almost  exclusively  in  patients  on  oral  therapy),  nausea, 
vomiting,  abdominal  cramps,  skin  rash,  rectal  irritation,  vaginitis,  urticaria,  and  itching.  One  case  of  possibly  drug- 
related  jaundice,  which  cleared  when  treatment  was  discontinued,  has  occurred.  Supplied:  500  mg.  capsules  in 
packages  of  24  and  100;  2 cc.  vials  - each  cc.  of  sterile  solution  contains  lincomycin  hydrochloride  monohydrate 
equiv.  to  lincomycin  base,  300  mg.;  also  9 mg.  benzyl  alcohol  and  water  for  injection,  q.s. 


UPJOHN  INTER. AMERICAN  CORPORATION  / PUERTO  RICO  BRANCH/RIO  PIEDRAS 


Upjohn 


to  restore  useful  function  in  the 
arthritic  patient 

Gelestoné 

(betamethasone 


CLINICAL  CONSIDERATIONS.  Indications:  Celestone 
(betamethasone,  Schering)  is  indicated  in  the  manage- 
ment of  various  ailergic,  dermatologic,  ocuiar,  rheu- 
matic and  other  conditions  known  to  be  responsive  to 
corticosteroid  therapy. 

Dosage  and  Administration:  The  dosage  of  Celestone 
(betamethasone)  must  be  adjusted  to  individual  patient 
requirements;  i.e.,  severity  of  the  condition,  anticipated 
duration  of  therapy,  tolerance  to  the  steroid  and  re- 
sponse obtained.  The  lowest  effective  dose  shouid  be 
employed.  When  corticosteroid  therapy  is  no  longer 
required,  the  dosage  of  this  drug  should  be  reduced 
gradually  and  then  discontinued.  Withdrawal  of  therapy 
should  be  gradual.  Package  literature  should  be  con- 
sulted for  detailed  dosage  schedules. 

Precautions:  Although  Celestone  (betamethasone)  dif- 
fers significantly  in  potency  and  electrolyte  effects,  it 
is  a corticosteroid  and  hence  is  potentially  capable  of 
causing  any  of  the  reported  side  effects  of  other  such 
compounds.  As  with  other  corticosteroids,  recurrence 


of  complications  of  peptic  ulcer  may  occur  during 
therapy  with  this  drug.  Package  literature  should  be 
consulted  for  details. 


Contraindications:  Active,  questionably  healed,  or  sus- 
pected tuberculosis  and  herpes  simplex  of  the  eye  are 
absolute  contraindications.  Discretion  should  be  used 
in  administering  Celestone  (betamethasone)  to  preg- 
nant patients  particularly  during  the  early  months. 

Use  of  this  corticosteroid  in  the  controlled  diabetic 
patient  should  be  closely  observed.  In  individuals  ex- 
posed to,  or  in  the  active  phase  of,  exanthematous  dis- 
ease, it  may  be  desirable  to  discontinue  all  corticos- 
teroid therapy. 

For  complete  product  details,  consult  Schering  lit- 
erature available  from  your  Schering  representative,  or 
Medical  Services  Department,  Schering  Corporation, 
Union,  New  Jersey. 

Packaging:  Bottles  of  30,  100,  1000.  Tablets 

of  0.6  mg.  each.  •TRADCMARK 
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SCHERING  CORPORATION  U.S.A. 


"A 


...one  dose  provides  24-hour  relief 


New  fruit-flavored,  pink  chewable  tablet  melts  in  the  mouth.  No  water  needed.  Pleasant 
tasting.  Provides  your  patients  with  a convenient  way  to  relieve— and  prevent— the  dis- 
comfort of  vertigo. 


Side  Effects:  The  incidence  of  side  effects,  with  the  exception  of  drowsiness, 
has  been  found  to  approximate  that  of  placebo  medication.  Drowsiness,  as 
observed  with  most  antihistamines,  infrequently  occurs  with  meclizine.  How- 
ever, caution  should  be  exercised  by  patients  who  drive  a car  or  engage  in  any 
hazardous  activity  where  alertness  is  required. 

Formula:  25  mg.  meclizine  HCI  per  tablet. 

More  detailed  professional  information  available  on  request. 


Science  for  the  world's  well-being^ 


PFIZER  LABORATORIES  Division,  Chas.  Pfizer  & Co.,  Inc.  New  York,  N.Y.  10017 


Boniné 

meclizine  HCII 

24-hour  relief 


Regroton  improved  response 
in  76  out  of  80... 


first  place? 


.and  in  previously  treated 
ypertensive  patients... 


Uh-huh. 


bn't  you  even  want  to  try  it,  Doctor? 


I’ve  already  got  eleven  patients 
doing  fine  on  Regroton. 


h-huh. 


...reducing  mean  arterial  pressure 
from  135  to  112  mm.  Hg. 


Regroton* 

imposition:  Each  tablet  contains  chlorthalidone, 
mg.,  and  reserpine,  0.25  mg. 
niraindicallons:  History  o(  mental  depression, 
sersensitivity.  and  most  cases  of  severe  renal 
hepatic  diseases. 

irnlng:  Discontinue  2 weeks  before  general 
asthesia,  1 week  before  electroshock  therapy, 
d If  depression  or  peptic  ulcer  occurs. 
KButlons:  Reduce  dosage  of  concomitant  anti- 
pertensive  agents  by  one-half.  Discontinue  if 
> BUN  rises  or  liver  dysfunction  is  aggravated, 
ictrolyte  Imbalance  and  potassium  depletion 
ly  occur;  take  particular  care  In  cirrhosis  or 


Superior  to  other  antihypertensives 
in76  of  oO  patients  in  a 2-year  study* 

severe  ischemic  heart  disease,  and  in  patients 
receiving  corticosteroids,  ACTH,  or  digitalis.  Salt 
restriction  is  not  recommended.  Use  with  caution 
In  patients  with  ulcerative  colitis,  gallstones,  or 
bronchial  asthma. 

Side  Ellecis:  Nausea,  vomiting,  diarrhea,  muscle 
cramps,  headaches  and  dizziness.  Potential  side 
effects  Include  angina  pectoris,  anxiety,  depres- 
sion. drowsiness,  hyperglycemia,  hyperuricemia, 
lassitude,  leukopenia,  nasal  stuffiness,  nightmare, 
purpura,  urticaria,  and  weakness. 

For  full  details,  see  the  complete  prescribing 
information. 


Geigy 

Average  Dosage:  One  tablet  dally  with  breakfMt. 
Availability:  Bottles  of  100  and  1000  tablets. 

'Chupkovich,  V.;  Flnnerty,  F.  A..  Jr,,  and 
Kakavlatos,  N.:  The  value  of  chlorthalidone  plus 
reserpine  in  moderately  severe  and  severe  hyper- 
tension: A two  year  study.  Presented  at  the  7th 
Inter-American  Congress  of  Cardiology,  Montreal. 
June  14-19,  1964. 

Geigy  Pharmaceuticals 

Division  of  Geigy  Chemical  Corporation 

Ardsley,  New  York  RE-345$  ^ 


^^Como  cota  de  malla” 


PENTRITOL  Tempules  protege  al  paciente  en 
forma  continua  contra  los  ataques  de  la  angina 
de  pecho. 

Una  sola  cápsula  de  desintegración  regulada  pro- 
porciona 12  horas  de  vasodilatación  coronaria 
rápida,  uniforme  y sostenida.  PENTRITOL  dis- 
minuye la  severidad,  duración  y frecuencia  de  los 
ataques.  Asimismo,  acorta  o elimina  los  requeri- 
mientos de  nitroglicerina  y reduce  notablemente 
la  intensidad  del  dolor. 

PENTRITOL  reúne  en  cada  cápsula  (Tempule)  de 
desintegración  regulada,  cientos  de  micro- 
gránulos  de  tetranitrato  de  pentaeritritol  que 


liberan  la  droga  en  forma  gradual  y sostenida, 
evitando  las  variaciones  bruscas  que  pueden 
precipitar  un  ataque  anginoso. 

PENTRITOL,  aun  a dosis  más  pequeñas,  rinde 
efectos  profilácticos  superiores  a los  obtenidos 
con  la  droga  en  forma  de  tabletas.  Dos  cápsulas 
de  PENTRITOL  — una  por  la  mañana  y otra  por  la 
noche  — protegen  al  miocardio  en  forma  con- 
tinua: durante  24  horas., 

Pp.— PENTRITOL  Tempules,  en  cápsulas  de  30  o 
60  mg.,  PENTRITOL  Tempules  se  suministra  tam- 
bién en  cápsulas  de  30  mg.  con  50  mg.  de  buta- 
barbital. 


ARMOUR  PHARMACEUTICAL  COMPANY  Kankakee,  Illinois,  E.U  A. 


>?»•<  " ■ 


...the  hematinic  with  built-in  nutritionai  support 


Pregnant  or  menstruating  women  and  growing  children  frequently  overdraw 
on  their  iron  reserves,  resulting  in  simple  iron-deficiency  anemia.  The  problem  is 
usually  found  in  poor  dietary  habits. 

Conclusion:  a simple  hematinic  is  not  enough.  Other  dietary  insufficiencies 
must  be  corrected. 

Recommended : new  Livitamin  Chewable  Tablets,  providing  not  only  the  iron 
form  of  choice  in  tablets  but  also  vitamins. 

New  Livitamin  Chewable  Tablets  have  become  a favorite  among  physicians 
who  see  the  need  for  an  acceptable  hematinic.  Tartly  orange-flavored,  this  iron- 
vitamin  combination  will  be  liked  by  all  who  really  need  a hematinic  . . . women 
of  childbearing  age  . . . growing  children  . . . finicky  oldsters. 


Formula : Each  tablet  contains : Ferrous  Fumarate,  50  mg.  (Equivalent  to  1 6.4  mg.  elemental 
iron);  Ascorbic  Acid,  100  mg.;  Thiamine  Mononitrate,  3 mg.;  Riboflavin,  3 mg.;  Nicotina- 
mide, 10  mg.;  Pyridoxine  Hydrochloride,  3 mg.;  Calcium  Pantothenate,  2 mg.;  Cobal- 
amin,  5 meg. 

Indications:  In  the  prevention  and  treatment  of  iron-deficiency  anemia  and  the  prevention 
of  vitamin  B-complex  and  vitamin-C  deficiencies.  (Not  a treatment  for  pernicious  anemia.) 
Dosage:  Children,  2 years  and  older,  1 tablet  daily  or  as  directed  by  physician.  Adults, 
1 or  2 tablets  one  to  three  times  daily  or  as  directed  by  physician.  Tablets  may  be  chewed, 
dissolved  in  the  mouth  or  swallowed  whole  with  water. 

Supplied:  Bottles  of  100  and  1000  monogrammed  tablets,  orange-colored  and  flavored. 
Livitamin  with  Iron  is  available  in  capsules  and  liquid. 

THE  S.  E.  MASSENGILL  COMPANY  Bristol,  Tennessee 


'rherap«utic  results  are  atilt  uetaurpaased 
they  provide  more  highly 
I individualized  therapy  with  more 
flexible  dosage,  for  more 
t patients;  there  is  only  mmimal  ^ 
™ disturbance  of  the 


patient’s  salt  and  water 


balance,  wi 


negligible  loss  of  calcium 


mood  changes  are  rare 


there  is  no  voracious 


appetite  with  excessive 
weight  gain,  and  only  a 

low  incidence  of  peptic  ulcer 
and  compression  fracture. 


Why  doctors  are  prescribing  ivith  confidence 


for  patients  luith  rheumatoid  arthritis,  bronchial  asthma  and  other 
respiratory  allergies,  infiatnmatory  and  allergic  skin  disorders,  and 
other  conditions  requiring  steroids, 

For  an  uuthoi  ilutive  discussion  of  the  properties  of  AKISTOCOKT  see 
the  A^M.A.  Council  on  Drugs  report  in  J A.M.A.  169. ¡¿57  (Jan.  I6j  1959. 

ARISTOCORT  Triamcinolone  Tablets  1 m".  scored  (yellow);  2 mg.  scored  (pink);  4 mg. 
scored  (white);  16  mg.  scored  (white)  • ARISTOCORT  Triamcinolone  Diacctatc  SYRUP 
ARISTOCORT  Triamcinolone  Aceionide  0.1%  Cream  and  Ointment  Tubes  of  5 Gm.  and 
15  Gm.  • ARISTOMIN®  Steroid-Antihistamine  Compound  CAPSULES  • ISEO-ARISTOCORT® 
Neomycin-Triamcinolone  Acetonide  0.1%  Eye-Ear  OINTMENT  Tubes  of  Vs  oz.  • ARISTO- 
GESIC®  Steroid-Analgesic  Compound  CAPSULES  * ARISTOCORT  Triamcinolone  Diacctate 
Parenteral  Vials  of  5 cc.  (25  mg./cc.  micron iscd  for  intra-arlicular  and  intrasynovial  injection) 

LEDERLE  LABORATORIES,. \ Division  of  AMERIC.A.N  CYANA.MID  CO.MPA.NY,  Pearl  River, N.Y. 


CYANAMID  BORINiiUEN  CORPORATION 
Cederle  Laboratories  Dept. 

Santurce,  P.  R. 


TETANUS; 
An  Analysis  of  546  Cases 


Héctor  F.  Rodriguez,  M.D.,  F.A.C.P. 

Lucio  García  Moliner,  M.D. 
and  Luis  Visot  Fernandez,  M.D. 


The  control  of  tetanus  remains  as  one  of 
the  most  challenging  problems  in  Puerto  Ri- 
co. This  study  was  undertaken  to  determine 
the  possible  variations  in  the  incidence  and 
mortality  of  the  disease  since  a previous  re- 
port in  1959  (1),  and  to  review  the  methods 
of  immunization  and  therapy. 

An  analysis  of  all  the  cases  of  tetanus 
hospitalized  in  the  Departments  of  Medicine 
and  Pediatrics  of  the  Ponce  District  Hospital 
from  December  1955  to  June  1964,  a period 
of  eight  and  a half  years,  is  the  subject  of 
this  communication. 

Material  and  Results 

The  cases  studied,  a total  of  546,  are 
shown  in  Fig.  1,  which  illustrates  the  admis- 
sions by  Departments  in  each  year  and  the 
sex  distribution.  The  relative  incidence  of 
pediatric  and  adults  patients  was  very  similar 
with  a total  of  274  children  and  272  adults. 

Presented  at  the  Annual  Meeting  of  the  West- 
ern Medical  Society  in  Mayagiiez,  Puerto  Rico  on 
January  23,  1965- 

Prom  the  Departments  of  Medicine  and  Preven- 
tive Medicine  of  the  Ponce  District  Hospital,  Pon- 
ce, P.  R. 


E3  MALES  □ 

Pediatrics  Medicine 

■ FEMALES  1888 


Years 

Fig.  I.  Tetanus  cases  admitted  by  years,  sex  and 
service. 

A predominance  of  males  to  females  was 
noted  in  both  groups,  specially  in  children, 
70%  of  whom  were  males;  57%  of  the  adult 
patients  belonged  to  the  male  sex. 

The  year  with  the  peak  incidence  was 
1958  with  114  cases,  followed  by  87  in  1959. 
Since  then  there  has  been  a gradual  decline 
in  the  incidence  of  tetanus,  although  the 
reported  morbidity  of  tetanus  in  Puerto  Rico 
of  4.4  cases  per  100,000  population  is  still 
15  times  greater  than  that  of  the  continental 
United  States,  which  has  been  informed  as 
being  0.3  (2) . 

The  morbidity  of  tetanus  in  the  towns 
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tetanus  morbidity^*^  by  municipalities  admitted 
TO  PONCE  DISTRICT  HOSPITAL.  YEARS 
1955-64. 


(ORATES  PER  100,000 
POPULATION 


OVER  ISO 


100— 

nn 
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Fig.  2.  Map  ilhistrating  the  municipalities. 


served  by  our  hospital  is  shown  in  Fig.  2. 
Ponce,  Yauco,  Guayama,  Salinas,  and  Gua- 
yanilla  were  the  leading  sites  of  cases.  It  is 
apparent  from  the  map  that  the  greater 
proportion  of  patients  came  from  cities  close 
to  the  coast,  possibly  because  of  a greater 
concentration  of  rumiants  in  these  areas,  as 
well  as  of  sugar  cane  plantations  with  an 
associated  higher  exposure  to  trauma  for  the 
workers  in  these  fields. 

Of  the  272  adults,  70  died  for  a 25.7% 
mortality.  The  death  rate  was  somewhat 
higher  in  children  w'here  82  patients  died, 
for  a case  fatality  rate  of  30%  (Table  I). 
No  differences  in  the  death  rate  was  en- 
countered when  the  two  sexes  were  analyzed. 


TABLE  I DEATHS  IN  546  CASES  OF  TETANUS 


Medicine  Pediatrics 


Admissions: 


Males: 

155 

Males: 

194 

Females: 

117 

Females: 

80 

Total: 

272 

Total: 

274 

Deaths: 

Male: 

39 

Males: 

58 

Females: 

31 

Females: 

24 

Total: 

70  (25.7%) 

Total: 

82  (30%) 

Overall  mortality  in  entire  series; 
546  patients  — 152  deaths:  21.8% 


although  a higher  mortality  had  been  found 
for  the  female  sex  in  the  previous  review  ( 1 ) . 


Bol.  Asoc,  Mid.  P.  Rico 
AgostOy  1965 
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The  case  fatality  rate  was  also  studied  by 
years  (Fig.  3).  This  showed  an  increase  in 
the  mortality  of  pediatric  cases  in  recent 
years.  This  has  been  due  to  an  increased 
fatality  rate  in  neonatal  tetanus  from  one 
of  65%  up  to  1959  to  one  of  90%  since 
then.  No  explanation  has  been  found  for  this 
increase  in  mortality  as  the  therapeutic 
regime  has  not  varied. 

An  analysis  of  the  death  rate  by  age  groups 
(Fig.  4)  disclosed  a 78%  mortality  in  tetanus 
neonatorum,  with  a sharp  drop  to  one  of 
25%  in  the  group  five  years  old  or  less,  one 
of  19.2%  in  children  6 to  12  years  old,  and 
the  lowest  mortality  (11%)  in  patients  13  to 
20  years  of  age. 

A gradual  increase  in  the  fatality  rate 
was  again  recorded  in  older  patients,  the 
peak  being  50%  in  subjects  over  80  years  of 
age. 

Another  factor  which  definitely  modified 
the  prognosis  was  the  portal  of  entry  of  the 
bacillus  (Table  II).  A high  mortality  was 
found  in  tetanus  neonatorum,  and  in  patients 
acquiring  the  disease  after  surgical  interven- 
tions, criminal  abortions,  and  head  and 
neck  injuries.  When  the  site  of  injury  was 
an  extremity,  the  trunk,  or  when  evidence 
for  a portal  of  entry  was  not  encountered, 
the  fatality  rate  was  only  20%. 


TABLE  II  PORTAL  OF  ENTRY  AND 
MORTALITY 


Portal 

Cases 

Deaths 

Per  cent 

Umbilicus 

41 

32 

78 

Head  and  neck 

46 

19 

41.3 

Post  operative 

6 

5 

Abortions 

5 

3 

Extremities 

348 

76 

21,8 

Other  sites 

20 

4 

20 

Unknown 

80 

13 

16.2 

YEARS 


'.I  PER  lOU  CASES 

Fig.  3.  Case  fatality  rate  (x)  by  years  and  ser- 
vice, 1955-64. 


(•>  PER  ’OC  CASES 

Fig.  4.  Tetanus  case  fatality  rate  (x)  by  age 
groups. 

It  is  generally  recognized  that  the  shorter 
the  incubation  period,  the  more  severe  the 
disease  will  be.  This  was  also  demonstrated 
in  this  series  as  only  57.3%  of  patients  with 
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an  incubation  period  of  less  than  one  week 
sur\'ived  whereas  76.7%  of  214  patients 
with  an  incubation  period  greater  than  one 
week  recovered. 

However,  what  was  most  important  in 
predicting  the  eventual  course  of  the  disease 
was  the  speed  in  which  the  symptoms  prog- 
ressed and  in  particular,  the  convulsive 
seizures  (Table  III).  A review  of  the  records 


TABLE  III  SIGNIFICANCE  OF 
CONVULSIONS  IN  TETANUS 


Onset 

Patients 

Deaths 

Per  cent 

Within  48  hours 

69 

49 

71 

Over  48  hours 

49 

9 

18.4 

No  convulsions 

128 

5 

3.9 

of  the  last  246  patients  disclosed  that  the 
development  of  convulsions  within  48  hours 
from  the  onset  of  the  disease  led  to  a fatal 
outcome  in  71%  of  the  cases;  if  these  oc- 
curred after  48  hours,  the  prognosis  was 
much  better  as  only  18.4%  died.  On  the 
other  hand,  in  patients  in  whom  no  con- 
vulsive seizures  developed,  only  3.9%  died. 

The  symptoms  and  signs  were  the  classical 
ones  related  to  the  effects  of  the  neurotoxin 
produced  by  the  Clostridium  tetani  on  the 
neuromuscular  system.  Trismus,  back  pain, 
abdominal  rigidity,  fever,  dysphagia,  dyspnea 
and  convulsions  were  the  usual  presenting 
symptoms.  The  most  frequent  sign  was  tris- 
mus. Sixty  five  per  cent  of  the  patients  had 
fever,  although  this  was  low  grade  in  most 
of  them.  As  patients  with  a high  fever  had 
a proportionately  high  mortality,  its  presence 
was  recently  utilized  as  a criterion  for  the 
classification  of  the  case  as  a severe  one  and 
to  consider  the  use  of  adrenal  steroids.  Other 
signs  included  abdominal  rigidity,  rigidity 
of  the  neck  and  extremities,  risus  sardonicus. 


opisthotonus,  hyperactive  reflexes  and  tachy- 
cardia. 

Three  main  objectives  were  kept  in  mind 
in  the  therapeutic  regime.  First,  we  attempted 
to  neutralize  the  circulating  toxin  before  it 
combined  with  the  central  nervous  system, 
as  the  antitoxin  is  not  effective  on  fixed  toxin. 
Thus,  if  a lethal  dose  of  the  toxin  is  liberated, 
which  has  been  estimated  as  being  1/300  of 
a grain,  death  can  not  be  prevented.  We 
utilized  100,000  units  of  tetanus  antitoxin, 
administering  half  of  the  dose  by  the  intra- 
venous route,  10,000  units  in  the  site  of 
injury  and  the  other  40,000  units  intra- 
muscularly. In  the  pediatric  cases  the  dose 
varied  from  30,000  to  100,000.  units.  The 
second  goal  was  to  eliminate  the  focus  of 
infection  so  as  to  prevent  further  toxin  pro- 
duction. It  is  known  that  the  Clostridium 
tetanus  is  a speculating  anaerobic  rod  that 
lives  naturally  in  the  soil  and  in  the  gastro- 
intestinal tract  of  man  and  domestic  animals. 
Fortunately,  spore  germination  requires  an  ox- 
idation-reduction potential  much  lower  than 
that  of  normal  tissue.  When  tissues  are  injur- 
ed, devitalized  and  contaminated  by  foreign 
material,  the  available  oxygen  may  be  deplet- 
ed, allowing  for  sporulation  and  toxin  pro- 
duction. To  accomplish  the  elimination  of 
the  focus  in  which  the  tetanus  organisms 
live,  multiply  and  produce  toxin,  all  necrotic 
tissue  was  carefully  removed  and  oxidizing 
agents  such  as  hydrogen  peroxide  applied 
locally.  Penicillin  was  the  antibiotic  of  choice 
in  doses  of  600,000  units  daily. 

Our  third  objective  was  the  management 
of  complications  and  the  institution  of  sup- 
portive therapy.  In  patients  with  convulsive 
seizures  in  the  first  48  hours,  and  in  patients 
over  60  years  of  age,  a tracheotomy  was 
routinely  performed  and  a patent  airway 
maintained  by  suction  and  careful  cleaning 
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of  the  canulae.  During  the  first  three  or 
four  days  feeding  was  limited  to  intravenous 
fluids,  feeding  by  gastric  tube  being  started 
then  until  the  patient  was  able  to  swallow 
adequately.  Sodium  phenobarbital  was  used 
for  sedation  in  doses  of  two  to  four  grains 
intramuscularly  every  four  hours  and,  fre- 
quently, promazine  in  doses  of  50  mg.  intra- 
muscularly every  four  to  six  hours. 

The  use  of  adrenal  steroids  in  tetanus  is 
not  generally  accepted  as  an  effective  ad- 
junct by  all.  However,  others  (3)  have  re- 
ported gratifying  results  and  it  is  our  feeling 
that  it  may  be  a lifesaving  measure  in  selected 


cases,  specially  those  with  severe  toxicity  and 
high  fever. 

Other  agents  such  as  neuromuscular  block- 
ing drugs,  of  the  curare  and  succinylcholine 
type,  or  interneuronal  drepressing  drugs  like 
mephenesin  have  been  rarely  utilized  by  us. 
There  are  no  facilities  in  our  hospital  for 
hyperbaric  oxygen  therapy,  which  is  being 
reported  as  effective,  not  only  in  gas  gangrene 
but  also  in  tetanus.  The  rationale  for  its 
use  is  naturally  the  expected-  sensitivity  of 
both  the  organism  and  the  toxin  to  oxygen 
under  high  pressures.  (4). 

The  overall  mortality  of  27.8%  in  the 


Fig.  5.  Deaths  clue  to  tuberculosis,  tetanus,  poliomyelitis,  diphtheria  and 
whooping  cough  in  Puerto  Rico,  19.50-63. 
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546  patients  of  this  series,  including  the 
cases  of  tetanus  neonatorum,  is  a satisfactory 
one.  Most  large  series  report  a death  rate 
of  35-40%,  and  in  the  United  States,  in  a 
period  of  ten  years  (1953-1962),  the  fatality 
rate  was  71%.  Still,  when  one  considers  that 
people  need  not  die  of  tetanus  if  they  were 
properly  immunized,  it  seems  inexcusable 
that  the  problem  remains  unsolved. 


O tf)  ^ V) 


$ 

Fig.  6.  Percent  reduction  in  mortality  of  com- 
municable diseases  in  Puerto  Rico,  1950-64. 

Figures  5 and  6 show  the  death  rates  for 
tuberculosis,  pertussis,  diphteria,  poliomyelitis 
and  tetanus  in  the  last  14  years  and  the  per 
cent  reduction  in  their  mortality  during  this 
period.  The  charts  show  that  it  is  in  tetanus 
where  less  has  been  accomplished.  This  in- 
formation and  the  analysis  of  the  variations 
in  the  death  rate  from  1956  to  1964  in  the 
series  being  reported  would  indicate  that 
no  significant  reduction  is  to  be  expected 


with  the  therapeutic  regime  previously  out- 
lined. Thus,  prevention  must  be  stressed  as 
the  solution. 

In  this  series  15  patients  developed  tetanus 
after  tetanus  antitoxin  injections;  of  these, 
four  died.  One  of  these  subjects  is  of  special 
interest. 

Case  Report 

F.G.S.,  a 65  year  male  was  hospitalized  on  March 
3,  1963  after  a fall  from  a car.  He  suffered  a com- 
pound fracture  of  the  right  forearm  with  great 
contamination  and  maceration  of  the  wound.  The 
fracture  was  reduced  on  admission,  and  the  wounds 
cleaned  and  debrided;  5,000  units  of  tetanus  anti- 
toxin were  administered  that  same  day.  The  clinic- 
al course  was  stormy  with  development  of  second- 
ary infection  in  the  injured  extremity;  this  requir- 
ed the  removal  of  the  cast  applied  the  day  of  ad- 
mission. On  April  11,  39  days  after  the  accident, 
he  complained  of  dysphagia  and  the  next  day  he 
developed  trismus,  followed  by  convulsions  and 
death  five  days  later  in  spite  of  treatment  for 
generalized  tetanus.  Comment;  This  patient  devel- 
oped tetanus  after  an  apparently  adequate  dose 
of  antitoxin.  Tliis  tends  to  favor  the  experiments 
carried  out  by  Bianchi,  Haessig  and  Barandun, 
(5)  which  showed  that  elimination  of  the  antitoxin 
ustially  begins  six  days  after  its  administration, 
thus  being  of  limited  value  in  infections  in  which 
toxin  production  is  delayed  or  intermittent.  In 
this  patient  the  persistent  focus  of  infection  favor- 
ed the  production  of  toxin  beyond  the  protective 
period  of  the  tetanus  antitoxin.  After  this  unfor- 
tunate experience  we  advocate  the  initiation  of 
active  immunization  with  toxoid  after  the  first 
week  of  therapy. 

Discussion 

The  preferred  method  of  protection  against 
tetanus  is,  as  mentioned  before,  the  active 
immunization  with  tetanus  toxoid.  The 
toxoid  (alum  precipitated  or  fluid)  should 
be  administered  in  three  injections,  each 
0.5  cc  and  four  weeks  apart.  A booster  dose 
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of  0.5  cc  should  be  injected  one  year  later 
and  every  five  years  subsequently.  If  an 
injury  occurs,  a “wound  booster  dose”  is 
indicated  if  the  last  toxoid  injection  was 
given  more  than  18  months  previously  or  if 
the  basic  active  immunization  does  not  date 
back  more  than  ten  years. 

In  the  unprotected  individual  that  suffers 
a penetrating  injury,  we  use  tetanus  anti- 
toxin. The  recommended  dose  of  antitoxin, 
to  be  administered  after  a negative  intrader- 
mal  test  is: 

1,500  units  for  patients  weighing  less  than 
30  pounds 

3.000  units  for  subjects  of  30-65  pounds 

5.000  units  for  those  over  65  pounds 

10,000  units  in  highly  contaminated  injuries 

In  patients  with  sensitivity  to  the  antitoxin, 
fractional  desensitization  with  the  aid  of 
epinephrine  may  be  carried  out. 

Homologous  antitetanic  serum  is  a new 
agent  for  prophylaxis  of  tetanus.  It  is  a solu- 
tion prepared  from  the  gamma  globulin 
fraction  of  the  persons  hyperimmunized  with 
tetanus  toxoid.  This  product  is  supplied  by 
Cutter  Laboratories  (Hyper-Tet)  and  Hy- 
land Laboratories  (Tetanus  Immune  Glob- 
ulin - Human),  its  only  disadvantages  being 
its  present  scarcity  and  its  high  price.  The 
agent  does  not  require  a sensitivity  test  and 
has  been  shown  (6)  to  have  a half  life  ten 
times  longer  than  that  of  serum  from  other 
species,  and  a protective  effect  with  one 
tenth  the  dosage  of  the  heterologous  sera. 
The  average  dose  of  this  preparation  is  500 
units.  It  seems  to  be  the  best  therapeutic 
preparation  available  today. 

Summary 

Tetanus  remains  an  unsolved  problem  in 
Puerto  Rico  with  a reported  morbidity  which 


is  fifteen  times  that  of  the  continental  United 
States.  A total  of  546  patients,  with  an 
overall  mortality  of  27.8%,  have  been  report- 
ed in  this  paper.  The  study  covers  a period 
of  8%  years. 

Although  the  relative  incidence  of  the 
disease  has  decreased,  the  death  rate  has  been 
lowered  only  by  42.8%,  much  less  than  that 
other  infections,  since  1950.  A slight  increase 
in  the  mortality  of  tetanus  in  our  hospital 
was  found  in  recent  years  due  to  a higher 
mortality  in  tetanus  neonatorum. 

The  prognostic  importance  of  various 
factors  has  been  discussed.  Factors  worsening 
the  prognosis  in  this  series  include  both  ex- 
tremes of  age;  a short  incubation  period,  if 
the  portal  of  entry  was  a surgical  wound, 
abortions,  or  the  head  and  neck;  high  fever; 
and  convulsions. 

The  therapeutic  routine  has  been  outlined 
as  well  as  specific  recommendations  regard- 
ing active  and  passive  immunization. 

It  is  felt  that  prevention,  through  mass 
vaccination  is  the  only  way  to  solve  this 
extremely  serious  public  health  problem.  An 
islandwide  drive  by  the  Department  of 
Health  and  the  Puerto  Rico  Medical  Associa- 
tion, utilizing  not  only  the  professional  chan- 
nels, but  also  television,  radio  and  news- 
papers is  urgently  needed.  Aa  active  im- 
munization with  tetanus  toxoid  will  almost 
certainly  prevent  the  disease,  there  is  no 
excuse  for  anyone  to  develop  tetanus  or  die 
from  it. 

Resumen 

El  tétanos  continúa  siendo  un  problema 
sin  resolver  en  Puerto  Rico,  siendo  la  mor- 
bilidad en  nuestra  isla  quince  veces  mayor 
que  la  de  los  Estados  Unidos.  Un  total  de 
546  pacientes  han  sido  informados,  con  una 
mortalidad  de  27.8%.  El  estudio  incluye  un 
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período  de  ocho  años  y medio. 

Aunque  se  ha  notado  una  tendencia  a 
que  la  incidencia  de  la  enfermedad  dismi- 
nuya, la  mortalidad  ha  bajado  sólo  en  un 
42.8%,  mucho  menos  que  la  de  otras  infec- 
ciones como  tuberculosis,  difteria,  pertusis  y 
poliomielitis.  Un  leve  aumento  en  la  morta- 
lidad de  tétanos  en  nuestro  hospital  ha  sido 
observada  en  años  recientes,  debido  a un 
aumento,  por  razones  desconocidas,  en  la 
mortalidad  de  tétanos  del  recién  nacido. 

Se  ha  discutido  la  importancia  de  varios 
factores  que  afectan  el  pronóstico.  Factores 
que  se  asociaron  a un  pronóstico  malo  en 
esta  serie  incluyeron:  los  dos  extremos  en 
la  edad  de  los  pacientes;  un  período  de  in- 
cubación corto;  una  puerta  de  entrada  atri- 
buida a una  operación  quirúrgica,  un  abor- 
to o una  herida  en  la  cabeza;  fiebre  alta; 
y la  presencia  de  convulsiones,  especialmen- 
te en  las  primeras  48  horas. 

Se  ha  delineado  la  terapia  de  tétanos  y se 
han  hecho  recomendaciones  sobre  inmuniza- 
ción activa  y pasiva. 

Creemos  que  la  única  forma  de  resolver 
este  serio  problema  de  salud  pública  es  a 
través  de  vacunación  en  masa.  Una  cam- 
paña en  toda  la  isla,  auspiciada  por  el  De- 
partamento de  Salud  y la  Asociación  Médica 
de  Puerto  Rico,  y utilizando  todos  los  me- 
dios de  comunicación  así  como  los  canales 
profesionales,  es  de  urgente  necesidad.  En 
vista  de  que  la  inmunización  activa  con 
toxoide  de  tétanos  previene  la  enfermedad  en 
casi  todos  los  casos,  no  hay  excusa  para  que 
nadie  desarrolle  tétanos,  o muera  de  él. 
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CASE  REPORT 

IDIOPATHIC  JAUNDICE  OF  PREGNANCY 

German  E.  Malaret,  M.D. 


Jaundice  is  one  of  the  uncommon  com- 
plications of  pregnancy,  occurring  in  one  out 
of  every  2000-3000  pregnancies  ( 1 ) . When  it 
occurs  every  effort  must  be  made  to  elucidate 
its  cause  in  order  to  avoid  giving  potentially 
dangerous  drugs  to  the  expectant  mother 
which  may  harm  her  or  the  fetus.  Among 
the  benign  forms  of  jaundice  peculiar  to  the 
pregnant  state  is  that  called  “idiopathic 
jaundice  of  pregnancy”  for  want  of  a better 
name.  This  condition  is  characterized  by  its 
onset  in  the  latter  half  of  pregnancy,  pruritus, 
laboratory  evidence  of  obstructive  jaundice 
and  rapid  disappearance  of  findings  post- 
partum. The  following  case  report  is  an 
example  of  this,  so  far,  infrequently  recog- 
nized disorder.  It  is  presented  to  illustrate  the 
problem  in  diagnosis,  to  make  physicians 
aware  of  its  existence,  and  to  stimulate  a 
search  for  its  cause  and  its  true  incidence. 

Case  Report 

S.  G.  C.  (No.  1116)  is  a twenty-eight  year  old 
practical  nurse  who  first  came  to  my  attention 
when  she  was  months  pregnant.  She  was  re- 
ferred by  her  gynecologist  because  of  diarrhea  and 
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weight  loss.  She  had  been  married  eight  years  and 
this  was  her  first  pregnancy.  At  ten  weeks  gesta- 
tion she  first  noted  some  anorexia  and  she  lost 
her  taste  for  cigarettes;  at  twelve  and  at  fourteen 
weeks  she  had  some  vaginal  spotting  which  subsid- 
ed spontaneously;  and  at  sixteen  weeks  she  devel- 
oped intermittent  episodes  of  diarrhea  lasting  five 
to  six  days  with  three  to  twelve  bowel  movements 
daily.  The  diarrhea  would  subside  for  one  to  two 
weeks  only  to  recur.  It  was  fetid  and  was  describ- 
ed as  “mustard  soup”  in  character.  She  had  lost 
about  twenty  pounds.  Her  appetite  was  excellent, 
diminishing  somewhat  during  the  acute  episodes 
of  diarrhea.  She  came  to  the  office  because  of  a 
more  profuse  and  severe  diarrhea  and  a three 
weeks  history  of  moderately  severe  generalized 
pruritus.  She  denied  any  melena  or  mucus  in  the 
stools,  fever,  general  malaise,  nausea  or  vomiting. 

Her  past  history  revealed  that  she  had  under- 
gone a cholecystectomy  for  cholelithiasis  six  years 
previously,  and  had  an  ovarian  cyst  resected  sev- 
eral years  ago.  Also,  there  was  a questionable 
history  of  hypothyroidism  during  adolescence,  for 
which  she  had  received  thyroid  extract.  At  the 
time,  the  basal  metabolic  rate  was  presumably  low. 
Therapy  was  later  abandoned  and  a protein  bound 
iodine  test  done  one  year  prior  to  her  pregnancy 
is  said  to  have  been  normal.  Several  members  of 
her  family  take  thyroid  extract  for  either  goiter 
or  hypothyroidism. 

On  examination  she  appeared  as  a well-develop- 
ed, overweight  woman,-  24  weeks  pregnant.  Her 
height  was  66  inches,  weight  174  pounds,  blood 
pressure  130/80,  pulse  85,  and  respirations  16. 
The  sclerae  were  slightly  icteric.  There  was  a 
cholecystectomy  scar  in  her  right  upper  quadrant 
and  the  liver  area  was  slightly  tender  to  perciis- 


385 


TABLE  I:  LABORATORY  DATA 


386 


Volufntn  57 
Númtro  8 


G.  E.  Malaret,  M.D. 


3 

O 

W VI 

Z W 


« "c 

2 H - 

s ^ 
o ^ 

O Q 


á IS  D 


a ID 

X 


S H 

c 

lo  w 

3 W 

(5  Q 


® *- 

"a  i fl 

■z  tro 

o CJ 

C¿ 


r T C 

SCO 
CQ  — 

^ a 


a c4 

..  On 


a o c« 
0^5 


3 is  £ • 

S &-2  -a  “=> 


X c 


I I 


u S 

' e a 
•a  'S  2 
.2 

H •=  + 
•S  á-o  g 

¿ C 3 


I I 


■g 

s 

£ 

O 

£ H 

b£ 


a " 


Q* 

= 

ef>  -^f 

H 2! 


I I 


+ 1 


S C 

•“  3 

^ 2 

U *>4 

o a 


3 

Cu 

o 


¿ 2 


T T 


ffi  « 


Bol.  Asoc.  Mid.  P.  Rico 
Agosto  f 1965 


Jaundice  of  Pregnancy  387 


sion  and  palpation.  No  hepatomegaly  was  noticed. 
The  remainder  of  the  examination  was  unre- 
markable, She  denied  having  taken  any  drugs 
whatsoever  other  than  aspirin  and  camphorated 
tincture  of  opium.  She  was  hospitalized  for  study 
and  treatment. 

First  Hospital  Admission 

The  admission  examination  was  unchanged  from 
that  described  above  except  for  the  presence  of 
hyperactive  peristalsis.  The  laboratory  data  are 
listed  in  Table  I.  The  studies  were  compatible 
with  a mild  case  of  infectious  hepatitis,  specially 
considering  the  number  of  cases  of  infectious  he- 
patitis reported  in  Puerto  Rico  during  the  preced- 
ing few  months.  There  was  some  evidence  of  he- 
patocellular damage  on  the  basis  of  the  elevated 
serum  glutamic  oxaloacetic  transaminase,  but  the 
studies  were  otherwise  inconclusive.  The  reticulo- 
cyte count  of  3.3%  was  assumed  to  represent  the 
bone  marrow  response  to  the  demands  of  the 
pregnancy.  The  direct  and  indirect  Coomb’s  test 
were  negative.  She  was  treated  with  bed-rest,  intra- 
venous fluids  and  antidiarrheics  with  fair  success 
in  that  the  diarrhea  was  controlled.  After  nine 
days  she  was  discharged  home  to  convalesce. 

Over  the  next  nineteen  days  her  weight  re- 
mained fairly  stable  at  172  to  175  pounds,  the 
bilirubin  remained  unchanged  (4.56  total)  and 
she  felt  tired  all  the  time.  Further  history  revealed 
that  she  had  felt  tired  for  many  years.  Thyroid 
extract  was  prescribed  with  little,  if  any,  response. 
Because  of  recurrence  of  the  diarrhea,  she  was 
again  hospitalized  for  two  weeks. 

Second  Hospital  Admission 

The  admission  examination  was  essentially  un- 
changed except  for  progressive  enlargement  of  the 
uterus  and  the  development  of  some  spontaneous 
ecchymoses  on  her  thighs.  Her  weight  was  172 
pounds.  The  laboratory  data  are  summarized  in 
Table  I.  The  alkaline  phosphatase  rose  gradually 
to  10.7  Bodansky  units;  the  bilirubin  and  the 
reticulocyte  count  remained  essentially  unchanged; 
and  the  serum  glutamic  oxaloacetic  transaminase 
was  somewhat  lower  than  previously.  The  Coomb’s 
test  was  again  negative,  as  were  the  stool  examina- 


tions for  parasites  and  pathogenic  bacteria.  She 
received  intravenous  fluids,  antispasmodics  and 
thyroid  extract  with  only  slight  improvement.  One 
week  after  admission,  prednisone  was  started  with 
marked  improvement  of  the  diarrhea  and  a gen- 
eral sense  of  well  being.  She  was  discharged  on 
gradually  decreasing  doses  of  prednisone.  It  was 
still  felt  that  she  was  probably  a case  of  infec- 
tious hepatitis  but  doubts  were  beginning  to  set 
in.  The  possibility  of  “idiopathic  jaundice  of  preg- 
nancy” was  considered  for  the  first  time.  A per- 
cutaneous liver  biopsy  was  suggested  but  refused 
by  the  patient. 

Thereafter,  she  was  followed  as  an  out-patient. 
Repeated  tests  revealed  a normal  cephalin  floc- 
culation, an  elevated  alkaline  phosphatase,  and 
an  elevated  but  stable  serum  bilirubin.  The  pruri- 
tus persisted  as  expected  and  she  continued  to 
have  three  to  four  loose  stools  daily.  She  again 
denied  having  taken  any  drugs  other  than  those 
prescribed  by  us.  Two  weeks  before  delivery  the 
serum  glutamic  transaminase  was  normal  and  the 
alkaline  phosphatase  and  total  bilirubin  remained 
elevated  but  stable. 

Third  Hospital  Admission 

At  forty  weeks  gestation  she  was  hospitalized 
with  spontaneous  onset  of  labor.  She  delivered  a 
premature  but  healthy  baby  boy  weighing  4 
pounds  11  ounces,  without  complications.  One  day 
postpartum  her  bilirubin  was  unchanged.  She 
went  home  on  the  third  postpartum  day. 

Within  one  week  postpartum,  the  jaundice  and 
the  pruritus  began  to  subside  and  the  diarrhea 
disappeared  altogether.  Nineteen  days  postpartum 
the  bilirubin  was  normal  and  the  pruritus  had 
disappeared.  Thereafter,  she  has  remained  healthy 
and  well. 


Discussion 

“Idiopathic  jaundice  of  pregnancy”  was 
first  described  by  Eppinger  in  1937,  ac- 
cording to  Svanborg  and  Ohlsson  (2).  Seven 
cases  were  presented  by  Svanborg  (3)  in 
1954  and  he  suggested  the  name  “recurrent 
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jaundice  of  pregnancy”  because  of  the  recur- 
rent nature  of  the  disorder  with  subsequent 
pregnancies.  Thorling  (4),  in  1955,  described 
thirty-eight  additional  cases  and  called  the 
syndrome  “endogenous  hepatotoxemia  of 
pregnancy”.  Svanborg  and  Ohlsson  (2)  des- 
cribed twenty-two  other  cases  in  1959.  In 
their  study  they  commented  on  several 
points,  namely,  that  the  onset  invariably  oc- 
curred in  the  last  four  months  of  pregnancy; 
that  the  alkaline  phosphatase  and  serum 
bilirubin  rose  rapidly  to  moderate  levels  and 
then  remained  relatively  constant;  that  the 
thymol  turbidity  and  cephalin  flocculation 
tests  were  normal;  that  some  cases  showed 
a tendency  to  hemorrhage  as  a result  of  a 
drop  in  the  proconvertin-prothrombin  con- 
tent but  responded  promptly  to  vitamin  K 
administration  and  that  symptoms  and  ab- 
normal findings  disappeared  promptly  af- 
ter delivery.  Liver  biopsies  were  done  in  five 
of  their  cases  and  the  findings  were  remark- 
ably constant,  showing  intrahepatic  choles- 
tasis without  evidence  of  hepatic  necrosis  or 
inflammation.  The  salient  pathological  find- 
ings were  dilatation  of  bile  canaliculi  and 
the  presence  of  so  called  “bile  thrombi”. 

In  1961,  Sheehan  (1)  reported  on  eighty- 
four  cases  of  jaundice  during  pregnancy.  He 
divided  his  series  of  eighty-four  cases  into 
two  groups,  those  which  recovered  (34  cases) 
and  those  which  terminated  in  death  (50 
cases) . He  further  subdivided  each  group 
according  to  the  cause  of  the  jaundice.  In 
the  group  of  those  that  recovered,  most  cases 
were  due  to  infectious  hepatitis,  presenting 
the  typical  picture  of  this  disease.  A smaller 
number  of  cases  were  due  to  hemolysis,  ex- 
posure to  known  toxins,  extrahepatic  ob- 
struction, and  the  like.  There  was  an  inter- 
mediate group,  however,  which  he  labeled 
“hepatosis,”  and  which  was  c^iaracterized  by 


pruritus,  laboratory  and  histological  evidence 
of  intrahepatic  cholestasis,  a benign  course, 
and  a rapid  disappearance  of  symptoms  post- 
partum. He  also  pointed  out  that  none  of 
his  autopsied  cases  fell  into  the  “hepatosis” 
group.  He  felt  that  this  “hepatosis”  group 
represented  a benign  condition  distinct  from 
other  jaundice  cases  of  pregnancy  and  similar 
to,  if  not  identical  with,  the  twenty-two  cases 
described  by  Svanborg  and  Ohlsson  (2).  In 
1962,  Cahill  (5)  reported  on  thirty- three 
cases  of  “hepatitis”  in  pregnancy.  In  his 
series,  29  fulfilled  the  criteria  for  infectious 
hepatitis  and  four  did  not.  These  four  fell 
in  the , group  previously  labeled  “recurrent 
jaundice  of  pregnancy”,  being  characterized 
by  the  benign  course,  the  pruritus,  the  lab- 
oratory data  of  intrahepatic  cholestasis,  the 
absence  of  histological  signs  of  infectious 
hepatitis  and  the  rapid  subsidence  of  symp- 
toms postpartum.  Additional  cases  of  this 
syndrome  were  reported  by  McAllister  and 
Wadell  (6),  King  and  Kerrins  (7),  Haushear 
and  Lauer  (8)  and  Brown,  Porta  and  Reder 
(9).  In  McAllister  aivd  Wadell’s  case  (6), 
the  onset  of  symptoms,  in  two  consecutive 
pregnancies,  occurred  at  16  and  20  weeks 
gestation,  disappearing  within  three  weeks 
postpartum.  Pruritus  was  the  salient  feature. 
Both  pregnancies  terminated  in  premature 
delivery.  Laboratory  studies  indicated  intra- 
hepatic cholestasis,  such  as  seen  after  chlor- 
promazine  and  testosterone  administration. 
King  and  Kerrins’  case  (7)  was  interesting 
because  of  high  serum  glutamic  oxaloacetic 
transaminase  levels  of  500-920  units  which 
promptly  returned  to  nonnal  postpartum. 
The  reticulocyte  count  was  also  somewhat 
elevated.  On  the  other  hand,  the  case  re- 
ported by  Haushear  and  Lauer  (8)  had  a 
normal  serum  glutamic  oxaloacetic  tran- 
saminase. This  case  also  raised  the  question 


Bol.  Asoc.  Mid.  P.  Rico 
AgostOf  1965 


Jaundice  of  Pregnancy  389 


whether  the  so  called  “pruritus  gravidarum” 
cases  are  not  variants  of  cases  of  “idiopathic 
jaundice  of  pregnancy,”  with  subclinical 
icterus.  In  their  patient,  pruritus  had  been 
the  only  symptom  during  three  consecutive 
pregnancies,  and  pruritus  with  jaundice  in 
the  fourth  and  fifth  pregnancies.  In  each 
instance,  the  symptoms  disappeared  within 
one  week  postpartum. 

Brown  et  al  (9),  in  their  excellent  review 
of  the  subject,  pointed  out  that  this  syn- 
drome has  been  called  “endogenous  hepato- 
toxemia  of  pregnancy”,  “recurrent  jaundice 
of  pregnancy”,  “hepatosis  of  pregnancy”  and 
“idiopathic  jaundice  of  pregnancy”.  They 
discarded  the  first  three  names  because  ( 1 ) 
there  is  no  evidence  to  support  a hepatoto- 
xin;  (2)  the  syndrome  is  not  necessarily  re- 
current, although  it  usually  is  so,  and  it  is 
a misnomer  when  it  occurs  in  a first  preg- 
nancy; and  (3)  hepatosis  is  too  broad  a term 
to  mean  anything.  They  further  clarified  the 
syndrome  not  only  clinically  but  histopatho- 
logically,  presenting  light  and  electron  micro- 
scopy evidence  of  the  changes  within  the 
liver  cells.  The  histological  changes  are  not 
specific  for  this  syndrome,  since  they  resem- 
ble the  findings  in  jaundice  which  follows 
chlorpromazine  and  methyltestosterone  ad- 
ministration in  some  cases,  but  appear  defi- 
nitely distinct  from  those  of  viral  hepatitis. 
The  specific  changes  described  are  beyond 
the  scope  of  this  presentation  and  those  in- 
terested are  referred  to  the  original  papers. 

On  discussing  the  possible  causes  of  this 
syndrome,  most  authors  (1,6,9)  agree  that 
it  probably  represents  a hormonally  induced 
biochemical  defect.  Brown  et  al  (9)  suggest- 
ed the  possibility  of  an  abnormal  accumula- 
tion of  some  endogenous  C-17  alkyl  substitut- 
ed steroids  on  a preexisting  congenital  defect 
in  bilirubin  metabolism.  The  work  of  Hsia 


(10),  in  which  progestational  agents  from 
the  serum  of  pregnant  women  were  shown 
to  have  an  inhibitory  effect  on  the  trans- 
ferase system  responsible  in  part  for  the 
formation  of  bilirubin  glucuronides,  supports 
this  theory.  The  possibility  of  a viral  etiology, 
however,  cannot  be  eliminated  considering 
that  viral  hepatitis  can  produce  the  picture 
of  cholestatic  jaundice  as  shown  by  Dubin 
et  al  (11).  But,  when  the  clinical  and  histo- 
pathological  pictures  are  taken  together,  it 
is  very  difficult  to  entertain  the  diagnosis  of 
a viral  hepatitis,  specially  in  the  recurrent 
cases. 

“Idiopathic  jaundice  of  pregnancy”  must 
also  be  differentiated  clinically  from  “acute 
fatty  metamorphosis  of  the  liver”.  Ober  and 
Le  Compte  (12)  described  three  cases  in 
1955,  and  reviewed  the  literature.  The  sali- 
ent features  of  this  entity  are  acute  onset  of 
jaundice  in  the  third  trimester  of  pregnancy, 
laboratory  evidence  of  hepatocellular  dam- 
age, and  a rapidly  deteriorating  clinical 
course.  Histologically,  there  is  an  acute  fatty 
infiltration  of  the  liver  cells  with  preserva- 
tion of  the  architecture,  no  evidence  of 
necrosis  and  no,  or  very  scarce,  inflam- 
matory cells.  The  kidneys  may  also  show 
similar  changes.  In  their  review,  Ober  and 
Le  Compte  (12)  collected  fourteen  such 
cases,  of  which  thirteen  died  and  only  one 
recovered.  Formerly,  these  cases  were  thought 
to  represent  acute  yellow  atrophy  due  to  in- 
fectious hepatitis  but  is  evident  histolog- 
ically. that  they  represent  a separate  entity, 
the  etiology  of  which  is  unknown. 

There  is  also  a condition  called  “benign 
recurrent  intrahepatic  cholestasis”,  recently 
reviewed  with  the  presentation  of  a case  by 
Schapiro  and  Isselbacher  (13),  which  is 
similar  to  “idiopathic  jaundice  of  pregnan- 
cy”. It  is  different  in  that  it  occurs  in  both 
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sexes  and  at  any  age.  It  is  benign,  since  cases 
have  been  followed  for  over  thirty  years. 
Liver  biopsies  show  bile  stasis  without  hepa« 
tocellular  disarrangement.  When  free  of 
symptoms  the  patients  are  completely  well. 
It  is  obviously  unrelated  to  pregnancy,  but 
there  is  no  reason  why  it  could  not  become 
evident  during  a pregnancy.  It  has  been 
postulated  that  it  represents  a congenital 
enzymatic  defect  in  the  liver,  but  the  etiolo- 
gy remains  unknown. 

In  view  of  the  foregoing,  it  is  evident  that 
the  case  presented  here  fulfills  the  criteria 
for  the  diagnosis  of  “idiopathic  jaundice  of 
pregnancy”.  The  onset  was  in  the  latter  half 
of  the  pregnancy  and  pruritus  was  the  sa- 
lient feature.  The  alkaline  phosphatase  and 
bilirubin  levels  were  elevated  and  were  re- 
markably constant.  The  cephalin  flocculation 
was  repeatedly  normal  and  the  serum  glu- 
tamic oxaloacetic  transaminase  was  variable 
but  within  the  described  ranges.  The  Coomb’s 
test  was  normal  on  two  occasions  and  there 
was  no  evidence  of  a hemolytic  process.  The 
reticulocyte  counts  were  elevated  but  with- 
in the  allowed  range  for  a normal  preg- 
nancy. Finally,  ail  signs  and  symptoms 
promptly  disappeared  post-partum.  Also,  in 
spite  of  the  diarrhea,  the  patient’s  weight 
remained  fairly  stable  and  she  felt  remark- 
ably well,  except  for  the  fatigue,  and  this 
condition  had  been  present  for  a long  time. 
There  was  no  evidence  of  exposure  to  any 
known  hepatotoxin  nor  of  the  ingestion  of 
any  drugs  known  to  cause  intrahepatic  chol- 
estasis. 

Several  controversial  points,  however,  may 
be  raised.  The  diarrhea  was  an  unusual 
symptom  and  has  not  been  previously  des- 
cribed in  association  with  “idiopathic  jaund- 
ice of  pregnancy”,  except  by  Thorling  (4) . 
It  seems  to  have  been  definitely  associated 


with  the  syndrome  in  this  case  considering 
its  onset,  its  persistence,  and  its  prompt  dis- 
appearance postpartum.  The  cause,  however, 
cannot  be  easily  explained.  Earlier  in  the 
pregnancy,  anorexia  and  a loss  of  the  taste 
for  cigarettes  were  noted.  Whether  these  were 
coincidental  findings  or  were  the  first  symp- 
toms of  the  disease  is  not  clear.  Originally, 
they  suggested  infectious  hepatitis,  but  the 
course  of  the  illness  failed  to  substantiate 
such  a diagnosis.  The  failure  to  respond  to 
the  steroids  given  also  favors  the  diagnosis 
of  intrahepatic  cholestasis  as  opposed  to  viral 
hepatitis,  since  the  latter  usually  shows  im- 
provement under  steroid  therapy.  There  is 
a past  history  of  a cholecystectomy  for  call- 
stones  but  there  were  none  of  the  symptoms 
usually  associated  with  choledocholithiasis. 
Unfortunately,  an  intravenous  cholangio- 
gram  could  not  be  done  and,  as  mentioned 
previously,  a liver  biopsy  was  suggested  but 
refused  by  the  patient. 

When  all  the  evidence  was  taken  together 
it  was  concluded  that  this  case  presented  an 
unusual  form  of  jaundice  in  pregnancy.  The 
signs  and  symptoms  were  compatible  with 
the  diagnosis  of  “idiopathic  jaundice  of 
pregnancy”.  It  remains  to  be  seen  whether 
the  condition  recurs  in  this  patient  in  future 
pregnancies. 

It  is  interesting  to  note  that  most  of  the 
cases  reported  in  the  literature  have  been 
from  Scandinavia,  with  several  recent  cases 
being  reported  from  the  United  States.  It  is 
possible  that  the  syndrome  might  not  be  as 
rare  as  the  few  reported  cases  suggest.  Ob- 
stetricians are  urged  to  be  on  the  lookout 
for  similar  cases  in  order  to  determine  its 
true  incidence  and,  possibly,  its  etiology. 

Summary 

An  unusual  case  of  jaundice  during  preg- 
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nancy  has  been  presented.  The  entity  known 
as  “idiopathic  jaundice  of  pregnancy”  has 
been  described  and  the  pertinent  literature 
has  been  reviewed.  A plea  is  made  to  be  on 
the  alert  for  similar  cases  in  order  to  deter- 
mine the  true  incidence  of  the  syndrome,  its 
cause,  clinical  course  and  prognosis. 

Resumen 

Se  presenta  un  caso  de  “Ictericia  idiopáti- 
ca  del  embarazo”  y se  discute  la  literatura 
pertinente.  Esta  condición  se  caracteriza  por 
el  desarrollo  de  la  ictericia  en  la  segunda 
mitad  del  embarazo,  prurito,  evidencia  quí- 
mica de  ictericia  obstructiva,  evidencia  his- 
topatológica  de  colestasia  y la  rápida  des- 
aparición de  todos  los  síntomas  postpartum. 
La  condición  es  benigna  y,  por  lo  general,  es 
recurrente  con  embarazos  subsiguientes.  La 
etiología  es  desconocida.  Se  exhorta  a los 
médicos  a estar  alerta  para  casos  similares, 
a buscar  su  causa  y a determinar  la  verda- 
dera incidencia  de  esta  condición  ya  que  se 
han  descrito  pocos  casos  en  la  literatura  y la 
mayoría  provienen  de  los  países  escandinavos. 
La  importancia  de  establecer  un  diagnóstico 
preciso  al  desarrollarse  ictericia  durante  un 
embarazo  también  se  discute  brevemente. 
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SKELETAL  TUBERCULOSIS 
IN  INFANTS  AND  CHILDREN 
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Skeletal  tuberculosis  in  children  is  a 
serious,  sometimes  crippling  complication  of 
primary  tuberculosis.  Controlled  studies  ( 1 ) 
have  shown  that  the  probabilities  of  a child 
dev'eloping  skeletal  tuberculosis  during  the 
first  year  of  primaiy  infection  are  about  five 
in  one  thousand.  Although  the  literature  on 
skeletal  tuberculosis  is  extensive,  there  are 
few  papers  on  large  series  of  cases  observed 
since  isoniazid  became  available.  Further- 
more, there  is  very  little  information  available 
about  the  effect  of  antimicrobial  therapy 
alone  without  surgical  procedures,  bed  rest 
or  immobilization.  For  these  reasons,  the 
following  communication  is  considered  to  be 
of  interest. 

Materials  and  Methods 

The  patients  observed  were  indigent  chil- 
dren under  13  years  of  age  admitted  to  the 
Pediatrics  Department  of  the  Alejandro  Ruiz 
Soler  Sanatorium  between  December  1952 
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and  July  1962.  The  patients  were  hospitalized 
during  most  of  the  periods  of  therapy  and 
follow-up.  On  admission  all  patients  had  a 
complete  history  and  physical  examination, 
blood  count,  urinalysis,  stool  examination  for 
ova  and  parasites,  roentgenograms  of  the 
chest  and  of  extrapulmonary  lesions,  and 
culture  of  sputum,  gastric  contents,  pus  or 
any  other  material  available  for  Mycobac- 
terium tuberculosis.  Tuberculin  tests  were  re- 
quired in  the  applications  for  admission  of  all 
the  patients,  but  some  of  the  results  were 
not  available  because  they  were  not  recorded 
in  the  patient’s  hospital  record  and  the  tests 
were  not  repeated  unless  they  had  been  ne- 
gative before.  During  hospitalization  the  pa- 
tients were  examined  at  intervals  of  at  least 
one  month  and  periodic  laboratory  examina- 
tions and  roentgenoragrams  were  performed 
as  necessary. 

Most  of  the  children  suffered  from  chronic 
malnutrition  so  that  in  50%  the  weight  on 
admission  was  below  third  percentile  for  age. 
Eighty  per  cent  harbored  one  or  more  type 
of  parasite  from  among  trichuris,  ascaris, 
hookworm,  giardia,  schistosoma  mansoni, 
strongyloides  stercoralis  and  E.  Histolytica. 
Sixteen  per  cent  had  purulent  otitis  media 
and  many  had  other  non  tuberculous 
infections.  Details  about  the  management  of 
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these  patients  have  been  reported  elsewhere. 
(2)  In  brief,  they  received  supportive  therapy, 
which  included  adequate  diet  and  control  of 
other  conditions  such  as  parasites  and  ane- 
mia. Antimicrobial  therapy  included  isoniazid 
in  doses  ranging  between  5 and  20  mg./ kil- 
ogram of  body  weight,  streptomycin  in  doses 
ranging  between  30  and  40  mg./ kilogram 
of  body  weight,  and  PAS  in  doses  ranging 
between  200  and  500  mg. /kilogram  of  body 
weight.  The  combinations  of  therapy  includ- 
ed isoniazid  and  PAS  or  isoniazid  and  strep- 
tomycin; occasionally  the  three  drugs  were 
given  combined.  The  selection  of  isoniazid- 


PAS  or  isoniazid-streptomycin  was  made  at 
random  in  patients  who  were  not  critically 
ill,  but  all  critically  ill  patients  received  ison- 
iazid with  daily  streptomycin  at  first.  In 
this  communication  no  attempt  will  be  made 
to  analyze  the  results  of  different  drug 
regimens  since  there  were  few  cases  in  each 
group  and  since  no  apparent  differences  in 
the  results  of  therapy  could  be  noted  as  long 
as  isoniazid  was  given. 

Because  of  lack  of  personnel,  the  manage- 
ment of  the  skeletal  lesions  was  limited  to 
adequate  antituberculous  therapy,  adequate 
nutrition  and  supportive  measures.  Bed  rest 


TABLE  I:  AGE 


— 1 

1 

2 

3 

4 

5 

6 

7 

8 

9 

10 

11 

12 

Total 

X 

M 

1 

4 

6 

6 

9 

6 

4 

3 

4 

1 

0 

2 

3 

49 

a 

uy 

F 

0 

5 

13 

7 

5 

4 

2 

1 

2 

0 

1 

0 

1 

41 

Total 

1 

9 

19 

13 

14 

10 

6 

4 

6 

1 

1 

2 

4 

90 

TABLE  II:  SKELETAL  LESIONS 
IN  90  CHILDREN 

OBSERVED 

Vertebrae 

61 

Knee 

6 

Skull 

5 

Hip 

5 

Tibia 

4 

Humerus  (3  cystic) 

4 

Ankle  and  Tibia 

3 

Phalanges 

3 

Shoulder  and  scapula 

3 

Tarsals 

2 

Ribs 

2 

Ulna 

2 

Others* 

5 

Total  Lesions:  105 

• One  of  each  of  the  following: 

Fibula  (cystic).  Ilium,  Nose,  Clavicle,  and 
Cueniform. 


was  not  enforced;  casts,  braces,  and  frames 
were  rarely  employed  and  surgical  procedures 
were  seldom  performed. 

During  the  period  studied  there  were 
1,904  admissions  of  children  under  13  years 
of  age  with  all  forms  of  tuberculosis.  Of 
these,  90  or  4.7%  had  skeletal  tuberculous 
lesions.  Most  of  the  children,  as  shown  by 
Table  I,  were  between  one  and  five  years 
of  age.  Of  the  90  children,  49  were  boys. 
Contact  with  tuberculosis  was  known  in  44 
of  the  children. 

The  result  of  the  tuberculin  test  was  avail- 
able in  64  patients  and  of  these,  51  were 
tests  with  PPD  5 TU  and  the  rest  were 
patch  tests  or  old  tuberculin;  61  reactions 
were  positive  and  3 were  negative.  All  the 
negative  tests  were  indurations  under  5 mm. 
using  PPD. 
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The  90  children  had  107  skeletal  lesions. 
.\s  shown  in  Table  2,  most  of  the  patients 
had  tuberculous  spondylitis,  but  lesions  in- 
volving almost  all  other  bones  of  the  body 
were  encountered.  The  location  of  the  af- 
fected vertebrae,  as  demonstrated  by  Table 
3,  was  most  commonly  dorsal  and  lumbar. 
Most  of  the  patients,  as  shown  by  Table  4, 
had  between  2 and  4 affected  vertebrae. 
Many  had  been  neglected  so  long  that  marked 
gibbosity  was  a common  finding  on  admis- 
sion. 

Multiple  skeletal  lesions  were  observed  in 
8 of  the  61  patients  with  tuberculosis  of  the 
vertebrae  and  in  3 of  the  29  patients  with 
skeletal  lesions  other  than  spondylitis.  The 
combinations  of  multiple  skeletal  lesions  ap- 
pear in  Table  5. 

Tuberculous  extrathoracic  lesions  other 
than  skeletal  were  frequently  observed.  As 
demonstrated  in  Table  6 tuberculosis  of  the 
superficial  lymph  nodes  was  the  most  com- 
mon, and  meningitis,  which  occurred  mostly 
in  patients  with  spondylitis,  was  the  second 
most  common  extrathoracic  tuberculous 
lesion. 

The  symptoms  presented  by  these  patients 
were  similar  to  those  described  elsewhere  for 
skeletal  tuberculosis  and  tuberculosis  in  gen- 
eral. (3).  In  some  patients  the  systemic 


TABLE  III:  SITES  OF  AFFECTED  VERTEBRAE 


Cervical  only 

1 

Cervical  and  lumbar 

1 

Cervical  and  dorsal 

2 

Dorsal  only 

24 

Dorsal  and  lumbar 

13 

Lumbar  only 

19 

Lumbar  and  sacral 

1 

Total 

61 

TABLE  IV:  NUMBER  OF  AFFECTED 
VERTEBRAE 


Number  of 

Vertebrae 

Number  of 

Patients 

1 

2 

2 

19 

3 

19 

4 

11 

5 

5 

8 

1 

10 

1 

Extensive  but 

uncertain  no. 

3 

Total 

61 

TABLE  V:  COMBINATIONS  OF 
MULTIPLE  LESIONS 
(11  of  90  patients) 


Vertebrae,  skull,  tibia,  and  metatarsal  1 

Vertebrae  and  knee  3 

Vertebrae  and  humerus  1 

Vertebrae  and  scapula  1 

Vertebrae,  scapula,  and  rib  1 

Vertebraé  and  cueniform  1 

Skull,  phalanges,  and  humerus  1 

Skull  and  knee  1 

Hip  and  ilium  1 


TABLE  VI:  OTHER  EXTRA  THORACIC 
TUBERCULOUS  LESIONS  IN  90  CHILDREN 
WITH  SKELETAL  TUBERCULOSIS 


Superficial  lymph  nodes  20 

Meningitis  8 

Phlyctenular  Conjunctivitis  4 

Hematogenous  (Active)  4 

Messenteric  Adenitis  3 

Serous  Meningitis  3 

Erythema  Nodosum  2 

Otitis  1 
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symptoms  of  tuberculosis  were  the  only  ones 
whereas  in  others  symptoms  referred  to  the 
local  area  of  tuberculous  involvement  were 
the  presenting  complaints.  The  duration  of 
symptoms  before  admission  to  the  hospital, 
as  shown  in  Table  7,  was  unusually  long. 
Most  of  the  children  had  symptoms  for 
more  than  one  month  and  some  of  them 
up  to  five  years  before  admission;  therefore, 
many  were  markedly  deformed  or  crippled 
at  the  time  of  admission. 


TABLE  VII;  DURATION  SYMPTOMS 


Duration 

(Months) 

-1 

1-5  6-11 

12-60 

Unk- 

nown 

None 

Systemic 

4 

20 

16 

11 

10 

29 

Localized 

2 

3 

9 

12 

15 

19 

Tuberculous  pulmonary  disease,  as  shown 
by  Table  8,  was  present  in  most  of  the  chil- 
dren. Only  9 of  the  90  did  not  have  a visible 
pulmonary  lesion.  Mo'st  of  the  children  had 
evidence  of  active  or  progressive  primary 
tuberculosis. 

TABLE  VIII:  ROENTGENOGRAM  OF  THE 
CHEST 


TB 

Spondylitis  Others  Total 


Negative 

8 

1 

9 

Primary  TB 

Hilar  or  Mediastinal  only 

14 

12 

26 

Parenchymal  lesion 

16 

7 

23 

Progressive  Primary 

11 

2 

13 

Miliary 

3 

1 

4 

Reinfection 

3 

2 

5 

Pleurisy 

2 

2 

Calcifications  only 

4 

4 

8 

Total 

61 

29 

90 

Bacteriological  evidence  or  biopsy  proof  of 
tuberculosis  was  available  in  42  of  the  90 
patients.  As  shown  by  Table  9,  pus  obtained 
from  abscesses  or  draining  sinuses  was  the 
most  common  source  of  a positive  culture. 


TABLE  IX:  SOURCE  OF  BACTERIOLOGICAL 
AND  HISTOLOGICAL  EVIDENCE  OF 
TUBERCULOSIS 


Gastric  Content 

15 

Sputum 

9 

Pus 

16 

Cerebrospinal  fluid 

2 

Biopsy 

9 

Gastric  contents  and  sputae  were  also  im- 
portant sources  of  bacteriological  evidence. 
Biopsies  were  not  routinely  performed,  so 
that  histopathology  did  not  constitute  a large 
proportion  of  the  proof  of  tuberculosis.  In 
patients  without  biopsy  or  bacteriological 
proof  of  tuberculosis  the  diagnosis  was  made 
on  the  basis  of  a positive  tuberculin,  contact 
with  tuberculosis,  roentgenographic  appear- 
ance of  the  skeletal  and  pulmonary  lesions, 
presence  of  other  extrathoracic  tuberculosis, 
long  term  follow-up  and  adequate  response 
to  therapy.  Known  therapy  prior  to  admis- 
sion which  may  have  affected  the  results 
of  bacteriology  had  been  administered  in  27 
of  the  90  patients.  This  usually  included 
isoniazid  combined  with  streptomycin  which 
in  most  instances  had  been  given  irregularly 
for  periods  ranging  between  one  month  and 
to  two  years. 

The  duration  of  thepary  with  isoniazid, 
streptomycin,  and  para-amino  salycilic  acid 
is  summarized  in  Table  10.  Isoniazid  was 
administered  in  all  instances  and  was  the 
drug  used  for  the  longest  periods  of  time. 
Other  drugs  such  as  viomycin,  cycloserine. 
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TABLE  X:  DURATION  OF  THERAPY 
(Average) 


Streptomycin 

Isoniazid 

PAS 

Spondylitis 

12  months 

22  months 

13 

months 

Other  Skeletal 

Lesions 

9 months 

18  months 

11 

months 

and  iproniazid  were  used  for  brief  periods 
of  time  in  a few  patients  and  did  not  seem 
to  contribute  to  the  results  obtained.  Surgical 
procedures  were  limited  to  incision  and 
drainage  of  abscesses  in  13  patients  and  spinal 
fusions  which  were  performed  in  5 patients 
whose  lesions  were  inactive.  Temporary  casts 
which  proved  to  be  ineffective  were  used  in 
four  patients. 

Of  the  90  patients,  86  survived  and  did 
well  up  to  the  time  of  last  observation.  The 
clinical  information  on  the  four  patients 


who  died  is  summarized  in  Table  11.  One 
died  of  heart  failure  and  cor-pulmonale  as- 
sociated with  extensive  thoracic  deformity, 
which  had  been  present  before  onset  of 
therapy;  another  patient  had  disseminated 
tuberculosis  due  to  bacilli  resistant  to 
isoniazid,  iproniazid,  and  streptomycin  and 
died  in  spite  of  therapy  with  isoniazid,  strep- 
tomycin, PAS,  viomycin,  and  iproniazid;  an- 
other patient  with  inactive  lesions  died  45 
minutes  after,  an  operation  for  spinal  fusion; 
a fourth  patient  died  suddenly  after  the  tu- 
berculosis had  healed  and  the  cause  of  death 
could  not  be  explained  on  autopsy. 

The  survivors  were  observed  for  periods 
ranging  between  five  months  and  126 
months.  Only  4 patients  were  followed  for 
less  than  a year.  The  average  duration  of 
follow-up  was  49.5  months. 

Sinus  formation  was  observed  in  26  pa- 
tients. As  demonstrated  in  Table  12  in  some 


TABLE  XI:  MORTALITY  (4  of  90  Patients) 


Patient 

Diagnosis 

Cause  of  Death 

7 

year  old  boy 

Spondylitis  T 4 & 5 

Serous  Meningitis 

Died  on  18th  month 
of  therapy 

Post  operative  (45  min.) 

Spinal  Fusion 

11  1/2  year 
old  girl 

Spondylitis  T 11-12 
& L 1-2;  TB  Meningitis 

Died  8 years  after  completion 
of  therapy 

Sudden  unexplained  (Post 
treatment)  Healed  TB  at 
autopsy. 

6 

year  old  girl 

Spondylitis  T-12  L-1 

Moderately  Advanced 

Pulmonary  TB. 

Died  on  24th  month  of  therapy. 

Heart  failure  and  corpulmon- 
ale  associated  with  extensive 
thoracic  deformity.  Autopsy 
performed. 

4 

year  old  boy 

Spondylitis,  multiple  skeletal 
lesions.  Progressive  primary  TB 
and  Meningitis.  Died  on  7th 
month  of  therapy 

Disseminated  TB  due  to  bacilli 
resistant  to  isoniazid,  iproniazid 
& streptomycin.  Proved  at 
autopsy. 
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TABLE  XII;  SINUS  FORMATION  (26  Síngses) 


Location  Associated 
with  Skeletal  lesions 
of  the; 

Spontaneous 

Following 
Incision  & 
Drainage  or 
Debridement 

Onset  of 
therapy  & 
appearance 

Interval  between: 

Appearance 

and 

Healing 

Vertebrae 

3 

8 

0 - 10 
months 

1-16  months 

Ankle 

6 

0 

— 

1-  6 months 
(one:  24  months 
of  irregular 
therapy) 

Chest  wall 

1 

1 

- 

2 and  3 months 

Shoulder 

1 

1 

0-1  month 

3 and  4 months 

Fronto-parietal 

- 

1 

1 month 

7 months 

Iliac  crest 

1 

- 

- 

10  months 

Hip 

1 

- 

- 

1-1/2  months 

Knee 

- 

1 

- 

5 months 

Nose 

1 

- 

- 

6 months 

instances  the  sinuses  developed  spontane- 
ously; while  in  others,  followed  incision  and 
drainage  or  debridement  operations.  Sinuses 
were  relatively  more  frequent  in  skeletal 
lesions  other  than  spondylitis.  Two  fifth  of  the 
sinuses  occurred  in  spondylitis  cases,  although 
these  represented  about  two  thirds  of  all 
patients.  As  summarized  in  Table  13  most 
of  the  sinuses  healed  within  five  months  of 
therapy  and  in  the  remaining,  healing  usual- 
ly took  place  within  1 1 months  of  therapy. 
In  the  one  patient  in  whom  the  sinus  lasted 
for  24  months  treatment  had  been  admin- 
istered irregularly  elsewhere  on  an  ambula- 
tory basis. 

The  evaluation  of  the  results  of  therapy 
of  patients  with  spondylitis  was  made  on 
the  basis  of  the  time  when  maximum  stabil- 


TABLE  XIII:  HEALING  OF  SINUSES 


Interval  in  months  between 

onset  of  therapy  & healing  Number 


1-5  18 

6-11  6 

16  1 

24  * 1 


Total  26 


• Irregularly  treated  outside 

ization,  regeneration  or  complete  healing 
could  be  observed  in  the  roentgenograms  of 
the  vertebrae.  In  many  patients  this  was 
very  difficult  to  ascertain.  As  shown  in  Table 
14  most  of  the  patients  reached  this  goal 
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between  6 months  and  2 years,  but  in  a few 
it  took  up  to  3/2  years.  In  5 patients  the 
exact  day  of  healing  could  not  be  ascertain- 
ed from  the  x-rays  available  so  that  no  at- 
tempt was  made  to  include  them  in  this 
table,  although  these  patients  showed  maxi- 
mum stabilization  or  healing  within  2 or  3 
years  of  therapy.  Three  patients  were  un- 
treated because  they  were  inactive  from  the 
date  of  admission  or  because  they  left  the 
hospital  against  advise. 

Skeletal  lesions  other  than  spondylitis  were 
evaluated  using  the  same  criteria  as  for 
spondylitis.  As  shown  in  Table  15,  healing 
usually  took  place  within  2 years,  and  in  all 
instances  within  3 years  of  therapy.  Two 
patients  who  had  not  completed  a year  of 
therapy  have  been  excluded. 

Five  skeletal  lesions  showed  increased  des- 
tructive changes  during  the  early  part  of 
therapy.  These  were  mainly  roentgenographic 
changes  not  accompanied  by  clinical  evidence 
of  worsening  and,  therefore,  no  change  in 
therapy  was  effected.  As  shown  in  Table  16 
all  these  lesions  eventually  healed  with  sur- 
prisingly little  sequelae. 

Among  57  patients  with  tuberculous  spon- 
dylitis twelve  did  not  have  any  sequelae. 
The  rest  had  various  degrees  of  kyphotic  de- 
formity. It  was  minimal  in  11,  moderate  in 
13  and  severe  in  11.  In  10  patients  there  was 
kyphosis  when  they  were  last  seen  but  the 
degree  of  deformity  could  not  be  ascertained 
from  the  information  available  in  the  records. 
In  all  the  patients  with  kyphosis  the  deform- 
ity had  been  present  before  onset  of  therapy. 

Among  37  patients  with  skeletal  lesions 
other  than  spondylitis  sequelae  were  less 
frequent.  In  23  patients  there  were  no 
sequelae ; in  1 1 sequelae  were  observed  as 
follows:  five  patients  with  tuberculosis  of 
the  hip  who  had  extensive  destruction  before 


TABLE  XIV:  INTERVAL  BETWEEN  ONSET  OF 
THERAPY  AND  HEALING  OR  MAXIMUM 
STABILIZATION  IN  57  SURVIVORS  WITH 
SPONDYLITIS 


Months 

No.  of  Children 

6-11 

10 

12  - 17 

17 

18  - 23 

7 

24  - 29 

4 

36  - 40 

Uncertain  but  within 

1 

above  periods 

15 

Untreated 

3 

TABLE  XV:  INTERVAL  BETWEEN  ONSET  OF 
THERAPY  AND  HEALING  OR  MAXIMUM 
STABILIZATION  OF  41  SKELETAL  LESIONS 
OTHER  THAN  SPONDYLITIS 

Months 

No.  of  Lesions 

1 - 5 

7 

6-11 

16 

12  - 17 

9 

18  - 23 

3 

24  - 29 

2 

30  - 35 

2 

Incompletely  treated 

2 

Total 

41 

onset  of  therapy  had  a moderate  to  minimal 
degree  of  limping  after  completion  of  ther- 
apy which  after  long  term  follow  up  con- 
sistently diminished;  two  patients  with  dac- 
tylitis had  minimal  to  moderate  deformities 
of  an  affected  finger;  one  patient  with  a 
lesion  of  the  knee  had  a 2 cm.  lengthening 
of  the  affected  extremity;  one  patient  with 
a bony  defect  of  the  skull  continued  to  have 
the  defect  by  roentgenographic  examination; 
one  patient  who  had  tuberculous  involv- 
ement of  the  sphenoid  sinuses  and  nose  had 
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strabismus  and  a flat  nasal  bridge;  one  pa- 
tient with  an  ankle  joint  lesion  had  minimal 
limitation  of  dorsiflexion  of  the  joint.  Three 
patients  who  had  been  incompletely  treated 
were  excluded  from  this  evaluation.  These 
figures  apply  to  29  patients  who  had  skeletal 
lesions  other  than  spondylitis  and  8 add- 
itional patients  who  had  combined  spondylitis 
and  other  skeletal  lesions  and  in  whom  the 


sequelae  for  spondylitis  and  for  other  skeletal 
lesions  were  evaluated  separately. 

One  patient  with  tuberculous  spondylitis 
who  was  initially  treated  in  1952  with  strep- 
tomycin and  PAS  developed  tuberculous 
meningitis  several  years  later,  but  no  reactiva- 
tion of  the  skeletal  lesion.  There  were  no 
other  relapses. 

Osteoporosis  was  never  observed. 


Fig.  I.  Case  I.  Spondylitis  of  the  cervical  vertebrae  with  paravertebral  abscess  in  a four 
year  old  boy.  On  August  8,  1955  the  5th  cervical  vertebra  was  compressed  between  the  4th  and 
the  6th  cervical  vertebrae  and  there  seemed  to  be  almost  complete  destruction  of  its  body. 
The  soft  tissues  between  the  anterior  aspects  of  the  vertebra  and  the  trachea  appeared  to  be 
swollen  and  the  trachea  was  pushed  anteriorly.  The  film  on  the  right  without  pencil  tracing 
confirms  these  findings  on  the  same  date.  On  April  4,  1956,  eight  months  later,  there  was 
considerable  regeneration  of  the  body  of  the  5th  cervical  vertebra  and  the  soft  tissue  swelling 
had  diminished.  On  February  17,  1958,  there  were  changes  due  to  growth  and  some  evidence 
of  sclerosis. 
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Case  Reports 

In  order  to  provide  a better  picture  of  the  clinic- 
al course  followed  by  these  patients  a brief  report 
of  representative  cases  follows. 

Case  1:  Tuberculosis  of  the  cervical  vertebrae— 
P.R.M.  (Fig.  1.) 

A four  year  old  boy  was  admitted  to  the  hospital 
on  March  28,  1955  because  of  stiffness  of  the  neck, 
of  four  days  duration  and  fever  and  diarrhea  of 
six  months  duration.  PPD  intermediate  produced 
a 15  mm.  induration  and  roentgenogram  of  the 


chest  revealed  a lesion  in  the  right  middle  lobe 
and  mediastinal  lymph  node  enlargement.  Phy- 
sical examination  revealed  pallor,  generalized  tox- 
icity and  questionable  neck  rigidity.  During  the 
early  hospital  stay  he  had  frequent  spikes  of  tem- 
perature elevation  and  developed  increasing  neck 
rigidity  and  tenderness.  Roentgenograms  of  the 
vertebrae  revealed  destructive  changes  in  the  4th, 
5th  and  6th  cervical  vertebrae  and  in  the  12th 
thoracic  and  first  and  second  lumbar  vertebrae. 
Gastric  cultures  revealed  tubercle  bacilli  at  the 
onset  of  therapy  and  were  sterile  thereafter.  The 


Fig.  2.  Case  2.  Para  vertebral  abscess  in  a li/^  year  old  girl  with  spondylitis.  The  film 
on  the  right  before  onset  of  therapy  showed  a water  density,  fusiform  mass  surrounding 
the  area  of  the  6th,  7th,  and  8th  thoracic  vertebrae.  This  lesion  healed  with  medical  therapy 
and,  as  shown  on  the  film  on  the  left,  on  November  1960  there  was  complete  healing  except 
for  some  flattening  of  the  7th  thoracic  vertebra.  The  patient  had  no  detectable  kyphosis. 


402  Volumen  57 

Número  8 


J.  E.  Sifontes,  M.D.,  et  al 


patient  was  treated  with  isoniazid  and  streptomy- 
cin and  the  fever  subsided  after  2 weeks  of  therapy 
The  tenderness  and  limitation  of  motion  of  the 
neck  subsided  after  seven  months  of  therapy.  Re- 
generative changes  of  all  skeletal  lesions  occurred 
after  a year  of  therapy.  The  patient  also  showed 
remarkable  general  clinical  improvement.  He  re- 
ceived a total  of  31  months  of  antituberculous 
therapy  and  all  the  lesions  healed  without  se- 
quelae. He  is  doing  well  59  months  after  onset  of 
therapy. 


Case  2:  Tuberculosis  of  the  thoracic  vertebrae 
with  para  vertebral  abscess  — M.E.E.A.  (Fig.  2.) 

A one  and  a half  year  old  girl  was  admitted  to 
the  hospital  on  January  17,  1957  because  of  awk- 
ward walking  of  four  months  duration.  On  physic- 
al examination  she  was  toxic,  pale,  and  had  mark- 
ed scoliosis  with  hyperextension  of  the  trunk.  In- 
termediate PPD  gave  a 12  mrt.  reaction  and  roent- 
genogram of  the  chest  showed  a density  of  the 
right  lung.  Roentgenograms  of  the  thoracic  verte- 
brae showed  marked  destructive  changes  in  the 


Fig.  3.  Case  3.  TB  of  the  left  parietal  bone.  This  2-year  old  boy  with  miliary  TB  was 
found  to  have  a radioluscent  lesion  in  the  left  parietal  bone  on  a routine  skull  roentgenogram 
on  October  2,  1957.  On  January  1958,  after  four  months  of  therapy,  the  radioluscent  lesion 
was  larger  and  one  month  later  there  was  a further  increase  in  the  size  of  the  lesion.  The 
lesion  showed  gradual  clearing  thereafter  and  by  January  9,  1959,  the  roentgenogram  of  the 
skull  (lower  right)  was  normal. 
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bodies  of  the  sixth  and  seventh  thoracic  vertebrae 
and  minimal  destruction  of  the  eighth,  with  a 
large  paravertebral  abscess  adjacent  to  the  affected 
vertebrae.  Culture  of  gastric  content  revealed 
tubercle  bacilli  during  the  first  month  of  therapy 
III  but  not  thereafter.  Isoniazid  and  PAS  were  given 
I for  26  months.  The  pulmonary  lesion  cleared  on 
the  21st.  month  of  therapy.  Regenerative  changes 
of  the  vertebrae  began  on  the  seventh  month  of 
therapy.  The  para  vertebral  abscess  disappeared 
during  the  second  year  of  therapy.  The  vertebrae 


showed ' complete  regeneration  by  the  end  of  treat- 
ment. There  were  no  sequelae  after  a follow-up 
of  68  months. 

Case  3:  Tuberculosis  of  the  skull— J.R.L.  (Fig.  3) 

A two  year  old  boy  was  admitted  to  the  hospital 
on  September  23,  1957  because  of  cough,  fever, 
and  weight  loss  of  one  month  duration.  PPD  re- 
vealed a 20  mm.  induration  and  physical  examina- 
tion revealed  signs  of  meningeal  irritation.  Roent- 
genogram of  the  chest  was  compatible  with  miliary 
tuberculosis.  A roentgenogram  of  the  skull  showed 


Fig.  4.  Case  4.  TB  of  the  scapula  in  a two  year  old  girl.  The  first  film  at  the  time  the 
patient  had  been  on  therapy  for  four  months,  showed  radioluscent  lesions  with  evidence  of 
destruction  of  the  upper  aspect  of  the  scapula  extending  into  the  coracoid  process,  excluding 
the  acromiom.  Three  months  later  the  radioluscencies  were  more  extensive  and  homogeneous, 
and  a lateral  view  showed  the  extensive  destructive  lesion  of  the  upper  aspect  of  the 
scapula.  After  18  months  of  therapy  there  was  regeneration  and  on  the  lateral  film  the  small 
oval  radioluscency  had  almost  disappeared. 
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a small  radioluscent  lesion  in  the  frontoparietal 
bone.  The  cerebrospinal  fluid  was  compatible  with 
tuberculous  meningitis.  Patient  was  treated  with 
isoniarid,  PAS  streptomycin,  and  prednisone.  Pred- 
nisone was  discontinued  after  a month  of  therapy. 
Streptomycin  was  given  for  one  year  and  isoniazid 
and  PAS  for  3 years,  5 months.  Cultures  of  gastric 
contents  revealed  tubercle  bacilli  on  two  occasions 
during  the  first  three  months  of  therapy,  but  were 
negative  thereafter.  The  cerebrospinal  fluid  be- 
came normal  after  a month  of  therapy.  The  miliary 
lesion  cleared  after  six  months  of  therapy.  The 
parietal  bone  lesion  revealed  increased  destructive 
changes  on  the  5th  month  of  therapy;  regenerative 
changes  occurred  on  the  9th  month  of  therapy 
and  almost  complete  healing  of  the  skull  lesion 
was  observed  after  one  year  of  therapy.  The  ske- 
letal lesion  healed  without  sequelae  but  the  pa- 
tient had  a purulent  meningitis  during  the  second 
year  of  therapy  which  responded  to  penicillin, 
chloramphenicol  and  sulfa.  Five  years  later  the 
skeletal  lesions  were  inactive  but  the  patient  had 
epilepsy,  behaviour  disturbances  and  was  deaf- 
mute. 

Case  4:  Tuberculosis  of  the  scapula  — C.V.A. 
(Fig.  4.) 

A 2 year  old  girl  was  admitted  to  the  hospital 
on  November  1956  because  of  anorexia,  fever,  and 
night  sweats  of  seven  months  duration  following 
an  attack  of  measles.  On  physical  examination  she 
was  very  toxic,  malnourished  and  had  enlarge- 
ment of  the  cervical  and  messenteric  lymph  nodes. 
Roentgenogram  of  the  chest  revealed  densities  in 
the  right  and  left  upper  lobes  containing  multiple 
radioluscencies.  PPD  gave  a 20  mm.  induration. 
Culture  of  gastric  content  revealed  tubercle  bacilli 
at  the  onset  of  therapy  and  was  negative  there- 
after. A bone  survey  was  made  because  the  patient 
had  a clinical  picture  compatible  with  hemato- 
genous tuberculosis.  Destructive  lesions  of  the  left 
scapula  and  of  the  4th  and  5th  lumbar  vertebrae 
were  discovered.  On  the  second  month  of  therapy 
the  patient  developed  an  abscess  in  the  area  of 
the  shoulder  lesion.  The  abscess  was  incised  and 
drained  and  was  found  to  contain  tubercle  bacilli 
resistant  to  streptomycin  and  iproniazid  and  sus- 
ceptible to  isoniazid  and  viomycin.  The  patient 
was  treated  with  isoniazid  and  streptomycin.  The 
streptomycin  was  discontinued  after  eight  months 


and  viomycin  then  given  for  the  following  eight 
months.  Isoniazid  was  given  for  28  months.  The 
patient  improved  slowly.  During  the  first  few 
months  there  was  increase  in  the  destructive  pro- 
cess of  the  lumbar  vertebrae  and  about  this  time 
the  patient  had  phlyctenular  conjunctivitis.  The 
sinus  on  the  site  of  the  incision  and  drainage  of 
the  abscess  healed  in  one  month.  The  lesion  in 
the  scapula  showed  marked  regenerative  changes 
on  the  9th  month  of  therapy  and  those  of  the 
vertebrae  on  the  15th  month  of  therapy.  The  pul- 
monary lesions  became  inactive  on  the  16th  month 
of  therapy.  Patient  had  no  sequelae  when  last 
seen  31  months  after  onset  of  therapy. 

Case  5:  Tuberculosis  of  the  right  ulna  — M.S.C. 
(Fig.  5.) 

A 17  month  old  girl  was  admitted  to  the  hos- 
pital on  December  20,  1954  because  of  fever  of 
three  months  duration  and  cervical  lymph  node 
enlargement  of  two  months  duration.  PPD  gave 
a positive  reaction.  Chest  x-ray  revealed  miliary 
infiltration  with  a density  in  the  right  middle  lobe. 
Roentgenographic  bone  survey  revealed  a destruc- 
tive lesion  in  the  distal  right  ulna.  Cervical 
lymph  node  biopsy  revealed  histologic  appearance 
compatible  with  tuberculosis.  She  was  treated  with 
isoniazid  for  two  years.  The  pulmonary  miliary 
lesion  cleared  by  the  3rd.  month  of  therapy.  The 
skeletal  lesion  showed  almost  complete  regene- 
ration after  7¡/2  months  of  therapy  and  the  cer- 
vical adenitis  disappeared  after  five  months.  The 
patient  had  no  sequelae  or  relapse  after  8 years 
of  follow-up. 

Case  6:  Tuberculosis  of  the  hip  — P.  J.  L.  B. 
(Fig.  6). 

An  8 year  old  boy  was  admitted  to  the  hospital 
on  November  29,  1955  because  of  limping  of  4i/^ 
years  duration.  Ffe  had  been  treated  at  another 
hospital  since  the  age  of  31/2  years  when  a diag- 
nosis of  tuberculosis  of  the  right  hip  was  made 
and  he  was  discharged  after  2 years  of  hospital- 
ization without  improvement.  On  admission  he 
presented  shortening  and  muscular  atrophy  of  the 
right  leg  and  limitation  of  motion  of  the  right 
hip  joint.  Roentgenogram  of  the  chest  revealed 
hilar  calcifications.  Sputum  examination  and  gas- 
tric culture  revealed  Mycobacterium  tuberculosis. 
Roentgenogram  of  the  hip  joint  showed  a destruc- 
tive process  of  the  acetabulum  and  a radioluscent 
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Fig.  5 Case  5.  TB  of  the  right  ulna  in  a 17  month  old  girl.  The  film  of  January  26,  1954 
showed  an  extensive  destructive  process  of  the  distal  1/3  of  the  ulna  with  destruction  of  the 
cortex  of  the  medial  aspect  Of  the  bone.  On  May  1955,  17  months  later,  there  was  extensive 
regeneration  with  evidence  of  sclerosis  in  the  distal  part  of  the  bone. 


Fig.  6.  Case  6.  TB  of  the  right  hip  joint  in  an  eight  year  old  boy.  On  November  29, 
1955  the  right  head  of  the  femur  showed  flattening  and  an  irregular  border;  the  acetabular 
rim  was  irregular  and  showed  radioluscent  identations;  the  neck  of  the  femur  showed  irregular 
radioluscencies.  On  April  4,  1956  about  five  months  later,  the  radioluscencies  of  the  acetabular 
rim  were  more  homogeneous  and  there  was  evidence  of  bone  formation  in  the  head  of  the 
femur.  On  January  26,  1958  there  was  evidence  of  extensive  bone  formation  in  the  head 
and  neck  of  the  femur  and  in  the  acetabular  rim. 
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destructive  lesion  in  the  neck,  of  the  right  femur. 
Tfie  patient  was  treated  with  isoniazid,  PAS,  and 
streptomycin  for  20  months.  The  sputum  and 
gastric  contents  did  not  reveal  tubercle  bacilli  after 
the  first  examinations.  The  skeletal  lesions  began 
to  show  regenerative  changes  after  five  months 
of  therapy  and  20  months  later  there  were  marked 
regenerative  changes  and  no  evidence  of  activity 
of  the  skeletal  lesion.  Four  months  after  completion 


of  therapy  the  patient  presented  limitation  of 
motion  of  the  right  hip  joint  and  one  inch  shor- 
tening of  the  right  leg  with  evidence  of  muscular 
atrophy. 

Case  7:  Cystic  tuberculosis  of  the  fibula  — 
M.  P.  S.  (Fig.  7)  . 

A 3i/^  year  old  girl  was  admitted  to  the  hos- 
pital on  April  20,  1956  because  of  intermittent 
fever  ■ of  eighteen  months  duration.  She  had  tu- 


Fig.  7.  Case  7.  “Cystic  TB  of  the  Fibula”  in  a 3i/^  year  old  girl.  On  April  19,  1956 
the  mid  portion  of  the  fibula  showed  a spindle  shaped  dilatation  with  a radioluscent  oval 
central  area.  On  August  13,  1956,  after  three  months  of  therapy  there  was  a moderate  dimi- 
nution in  the  swelling  of  the  fibula  and  evidence  of  bone  formation  within  the  area  of 
destruction.  On  January  10,  1957,  after  eight  months  of  therapy,  there  was  considerable 
diminution  in  the  swelling  of  the  mid  portion  of  the  fibula  and  almost  complete  disappearance 
of  the  oval  radioluscent  area.  On  June  3,  1958,  one  year  after  therapy  had  been  discontinued, 
there  was  evidence  of  complete  regeneration  of  the  bone,  and  only  a slight  swelling  of  the 
mid  portion  of  the  fibula. 
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berculosis  contad  with  her  father.  PPD  reaction 
was  10  mm.  in  diameter,  and  roentgenogram  of 
the  chest  revealed  a right  upper  lobe  density.  The 
patient  appeared  pale  and  malnourished  and  the 
left  leg  showed  tenderness  and  swelling  in  the 
mid  third  portion.  Roentgenogram  of  the  left 
fibula  revealed  a cystic  oval  radioluscency.  The 
patient  was  treated  with  isoniazid  and  PAS  for 
one  year.  During  the  second  month  of  therapy 
she  developed  fever  and  cervical  adenopathy  which 
subsided  a month  later.  The  swelling  over  the  left 
leg  disappeared  on  the  fourth  month  of  therapy. 
The  skeletal  lesions  revealed  regenerative  changes 
on  the  fourth  month  and  complete  clearing  by 
the  twenty  fifth  month  of  observation.  The  pul- 
monary lesion  cleared  on  the  seventh  month  of 
therapy.  The  patient  had  no  sequelae  and  was 
doing  well  68  months  after  completion  of  therapy. 

Discussion 

This  group  of  90  children  with  skeletal 
tuberculosis  came  to  the  hospital  under  very 
unfavorable  circumstances.  Their  predom- 
inant characteristics  at  the  time  of  admission 
were  malnutrition,  parasitosis,  advanced 
forms  of  tuberculosis,  long  duration  of  symp- 
toms and  extensive  destructive  changes.  In 
spite  these  hazards  the  results  of  adequate 
antimicrobial  therapy  were  surprisingly  good. 
In  the  majority  of  patients  the  destructive 
process  was  halted  after  the  onset  of  therapy, 
but  in  late  treated  patients,  particularly 
those  with  tuberculous  spondylitis  and  tuber- 
culosis of  the  hip  joint,  extensive  deformity 
present  at  the  onset  of  therapy  could  seldom 
be  reversed  by  therapy. 

In  some  patients,  during  the  early  months 
of  therapy,  an  apparent  increase  in  the  des- 
tructive process  occurred  by  roentgenogra- 
phic  examination  without  evidence  of  clinical 
worsening.  Similarly  abscess  formation  and 
sinuses  developed  several  months  after  onset 
of  isoniazid  therapy.  Despite  these  apparent 
signs  of  worsening  healing  eventually  took 


place  without  changes  in  management,  except 
for  incision  and  drainage  of  abscesses. 

In  our  patients  favorable  results  were  ob- 
tained by  using  isoniazid  in  combination  with 
PAS  or  streptomycin  or  both.  Iproniazid  was 
not  necessary  to  obtain  healing  in  any  patient, 
and  the  only  instance  of  disease  with  bacilli 
resistant  to  isoniazid  showed  even  greater 
resistance  to  iproniazid  in  vitro  and  by  clin- 
ical response.  We  do  not  recommend  the 
use  of  iproniazid  in  skeletal  tuberculosis  since 
its  toxicity  is  too  great  to  justify  the  doubt- 
ful advantages  of  its  use. 

An  important  aspect  of  the  management  of 
these  patients  is  the  role  of  surgical  proce- 
dures. In  the  vast  majority  of  our  patients 
the  satisfactory  results  were  obtained  without 
the  benefit  of  major  surgical  procedures. 
We  do  not  believe  that  all  surgical  procedures 
are  contraindicated  in  skeletal  tuberculosis, 
but  that  decisions  about  surgery  should  be 
made  in  the  light  of  knowledge  that  most 
of  the  lesions  including  the  most  advanced 
ones,  heal  uneventfully  an  achieve  stability 
with  antimicrobial  therapy  alone. 

Similar  observations  have  been  reported  in 
adults  by  Chofnas  and  co-workers  (4)  who 
described  24  cases  of  Pott’s  disease  and 
concluded  that  progression  of  the  lesions  can 
be  halted  and  bony  healing  can  be  effected 
by  the  utilization  of  long  term  antimicrobial 
therapy.  They  stated  that  there  was  no  in- 
dication that  spinal  fusion  could  have  im- 
proved the  therapeutic  results  and  suggested 
that  interest  in  the  therapy  of  spondylitis 
should  now  be  shared  equally  by  the  ortho- 
pedist and  the  internist;  and  we  might  add 
orthopedist  and  pediatrician  in  the  case  of 
children. 

Another  important  point  is  the  role  of 
immobilization  in  skeletal  tuberculosis.  Many 
clinicians  have  considered  it  mandatory  to 
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keep  these  ])atients  iniinobilized  and  resting. 
Our  patients  sliowed  healing  in  spite  of  the 
fact  that  they  were,  with  few  exceptions, 
not  immobilized  and  not  kept  in  bed  unless 
they  wished  to  do  so.  A bonus  of  this  policy 
was  the  complete  absence  of  osteoporosis, 
which  Lack  (5)  considered  to  be  the  most 
important  complication  of  treatment  of 
skeletal  tuberculosis,  and  which  lead  him  to 
ask  the  question  “are  bed  rest  and  immobi- 
lization really  necessary  in  the  treatment  of 
skeletal  tuberculosis  when  antimicrobials  are 
available,  in  view  of  the  serious  consequences 
of  immobilization  porosis.”  It  is  our  impres- 
sion that  in  the  acute  phase,  when  these  chil- 
dren have  fever  and  pain,  they  limit  their 
activities  spontaneously,  but  when  they  im- 
prove, they  act  as  normal  children  do  and 
the  activity  does  not  seem  to  have  any  un- 
favorable effect  upon  their  skeletal  lesion 
or  upon  any  other  tuberculous  disease  they 
may  have. 


Las  intervenciones  quirúrgicas  y la  inmobili- 
zación  obligatoria  fueron  innecesarias  en  la 
gran  mayoría  de  estos  enfermos. 
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Summary  and  Conclusions 

The  results  of  therapy  of  90  seriously  ill 
children  with  skeletal  tuberculosis  in  Puerto 
Rico  suggest  that  prolonged  antimicrobial 
therapy  including  isoniazid  plus  adequate 
diet  and  supportive  measures  are  the  treat- 
ment of  choice  in  skeletal  tuberculosis.  Major 
surgical  procedures  and  enforced  immobiliza- 
tion are  unnecessary  in  the  vast  majority  of 
these  patients. 

Resumen  y Conclusiones 

Los  resultados  de  la  terapia  de  90  niños 
gravemente  enfermos  con  tuberculosis  ósea 
sugieren  que  el  tratamiento  de  elección  en 
esta  enfermedad  es  terapia  con  agentes  anti- 
microbianos prolongada  acompañada  de  ali- 
mentación adecuada  y medidas  de  sostén. 
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The  larvae  of  certain  flies  are  able  to  invade 
and  develop  in  the  living  tissues  and  organs 
of  man  and  animals.  This  form  of  parasitism, 
which  is  called  myiasis,  is  particularly  prev- 
alent in  tropical  America.  From  Puerto  Rico 
only  one  case  has  been  reported  previously  in 
the  literature  ( 1 ) . This  case  occurred  in 
Adjuntas  in  1958  and  involved  the  infesta- 
tion of  the  skin  of  the  neck  of  a 65-year-old 
white  female  by  the  primary  screwworm, 
Cochliomyia  hominivorax  (Coquerel).  Other 
names  which  have  been  used  in  the  literature 
for  this  species  of  fly  are  Callitroga  americana 
and  Callitroga  hominivorax. 

The  adult  fly  is  of  medium  size  (8-10 
m.m.),  bluish-green  in  color,  and  has  3 
prominent  longitudinal  black  stripes  on  the 
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thorax.  It  is  an  obligatory  parasite  and  af- 
fects only  living  animals,  not  carrion  (2). 
The  eggs  are  deposited  in  masses  on  the 
surface  of  the  wounds  of  livestock,  particular- 
ly cattle,  and  also  man  when  opportunity 
permits.  The  eggs  hatch  into  larvae  or  mag- 
gots which  may  penetrate  deep  into  the  tis- 
sue. In  man  infestation  of  the  mouth,  eyes, 
and  ears  may  cause  death  if  untreated.  The 
maggots  are  yellowish  white,  cylindrical  in 
shape,  tapering  anteriorly  and  truncate  pos- 
teriorly. They  are  characterized  by  bands  of 
spines  encircling  the  segments  which  give 
them  a screw-like  appearance,  hence  the 
name  “screwworm”. 

Myiasis  due  to  this  species  of  fly  may  be 
much  more  serious  in  Puerto  Rico  than  is 
commonly  supposed  by  physicians.  It  is  the 
purpose  of  this  paper  not  only  to  report 
more  cases  from  Puerto  Rico  but  also  to 
alert  physicians  to  the  importance  of  the 
disease  and  its  frequent  incidence  recently. 
The  4 cases  described  below  are  from  a total 
of  10  which  came  to  our  attention  and  are 
listed  in  Table  I (see  Discussion).  From  each 
of  these  cases  maggots  were  recovered  and 
sent  to  Dr.  Maurice  T.  James  who  identified 
them  as  Cochliomyia  hominivorax. 
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Case  Reports 

Case  5:  An  84  year  old  white  male  from  Guay- 
nabo  was  admitted  to  the  University  Hospital  in 
Detember,  1963  with  a chief  complaint  of  ulcera- 
tion of  the  penis.  On  examination,  the  penis  was 
found  to  be  edematous  and  tender  witli  a bleed- 
ing, painful  ulceration.  A biopsy  of  the  prepuce 
consisting  of  several  portions  of  whitish  chalky 
like  tissue  aggregating  1 x 0.5  cm  was  remitted  to 


the  Department  of  Patliology  (No.  S-5189-63,  De- 
cember 6,  1963)  and  after  examination  led  to  the 
diagnosis  of  epidermoid  carcinoma,  grade  I,  pre- 
puce. Partial  amputation  of  the  penis  was  per- 
formed. 

Gross  description  of  the  specimen  revealed 
that  the  distal  portion  of  the  penis  measured  6 
cm  long,  3 cm  at  the  line  of  resection  and  4 cm 
at  the  level  of  the  glans.  Half  of  the  surface  of  the 
glans  lias  been  destroyed  being  replaced  by  dark 


Fig.  2.  Case  5.  The  above  sectioned  longitudinally  showing  cavities 
caused  by  maggots. 
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grayish  spongy  tissue  in  wliich  numerous  cavities 
containing  fly  larvae  were  noted.  The  urethra  is 
not  identified.  A tortuous  foramen  was  found  which 
is  supposed  to  be  the  urethra.  When  the  specimen 
was  sectioned  longitudinally  many  more  maggots 
were  seen  in  the  cavities  apparently  made  by  them 
(Figs.  1 and  2)  . A diagnosis  of  squamous  cell  car- 
cinoma of  penis  with  necrosis  and  maggot  infesta- 
tion was  made.  Condition  at  discharge:  Alive,  not 
free  of  cancer. 

Case  8:  A 7 year  old  female  from  Aguas  Bue- 
nas was  brought  to  the  Aguas  Buenas  Health 
Center  on  March  11,  1965,  the  chief  complaint  be- 
ing a very  disagreeable  odor  of  the  scalp.  Examin- 
ation of  the  occipital  region  showed  a deep  ulcer- 
ation of  the  scalp  of  about  15  mm.  in  diameter 
measured  externally  with  many  maggots.  There 
was  a puncture  wound  apparently  extending  into 
the  scalp  (Figs.  3 and  4),  within  this  wound  over 
60  maggots  were  found  which  varied  in  size  dep- 
ending on  the  stage  of  development,  the  largest 
being  about  13  mm.  long  (Fig.  5)  . No  history  of 
trauma  was  admitted,  however,  her  father  stated 
that  she  had  been  infested  with  head  lice  for  two 
weeks.  Laboratory  examinations  were  normal  except 
for  a leucocytosis  of  14,000.  The  ulceration  of  the 
head  seemed  so  serious  that  it  was  deemed  desir- 
able to  make  on  X-Ray  at  the  University  Hospital 
which  showed  that  the  skull  was  normal.  The  ul- 
ceration was  washed  with  pHisoHex  and  aqueous 
Zephiran;  penicilin  and  streptomycin  were  given 
to  combat  the  infection. 


Fig.  3.  Case  8.  Occipital  region  of  the  scalp 
showing  the  deep  ulcer  made  by  the  maggots. 


Fig.  4.  Case  8.  Close-up  of  above  lesion. 


Fig.  5.  Maggots  or  larvae  of  Cochliomyia  hominivora  x (C:oq.)  from  Case  8,  showing 
size  in  millimeters. 
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Case  9:  A 74  year  old  female  from  Rio  Piedras 
was  admitted  to  the  Auxilio  Mutuo  Hospital  on 
May  7.  1965  beeause  of  2 painftil  ulcerations  in  the 
left  lower  leg  with  multiple  maggots.  Patient  is 
an  obese  elderly  female  who  gives  a ten  year  his- 
tory of  progressive  edema  and  redness  of  lower 
extremities,  not  preceded  by  any  visible  varicose 
veins.  During  the  past  week  she  developed  two 
painful  ulceration  in  the  left  lower  leg,  from 
wliicli  multiple  maggots  were  extracted.  She  is  also 
a known  case  of  arteriosclerotic  heart  disease  and 
diabetes.  Examination  reveals  chronic  edema,  ery- 
thema, cutaneous  and  subcutaneous  hypertrophy 
and  heat  widespread  throughout  both  lower  ex- 
tremities. There  are  two  tender  areas  of  undermined 
necrotic  ulceration  in  posterior  and  anterior  aspect 
of  left  lower  leg. 

Laboratory  examination  revealed  a normal  C. 
B.C.;  glucose,  182  mg/ 100  cc  and  culture  form  ul- 
cer shows  moderate  growth  of  Proteus  sp.  X-rays 
of  the  left  shank  shows  no  definite  bony  abnorm- 
ality. There  are  numerous  calcifications  in  the  pre- 
tibial  space  which  suggest  calcifications  in  \eins. 
There  is  marked  fatty  infiltration  of  the  soft  tissue 
with  suggestion  of  edema.  No  other  abnormality 
is  seen.  The  electrocardiogram  revealed  left  axis 
desxiation,  possible  left  ventricular  hypertrophy, 
atrial  fibrillation  and  myocardial  changes.  The 
diagnosis  was  arteriosclerotic  heart  disease,  auri- 
cular, fibrillation,  diabetes  mellitus  and  cellulitis 
both  lower  extremities  with  ulceration  and  mag- 
gots. 

The  ulceration  was  irrigated  with  Peroxide 
after  cleaning  with  saline  and  Neo-Chymar  Oint- 
ment was  applied  to  the  ulcers.  Antibiotic  therapy 
was  given.  Tlie  patient  was  discharged  from  hos- 
pital on  May  17,  1965. 

Case  10  A 70  year  old  male  from  Hato 
Rey  was  seen  on  June  2,  1965  in  the  Emergency 
Service  of  the  Mtmicipal  Hospital  of  Rio  Piedras. 
He  gave  a history  of  an  old  wound  in  the  right 
leg  which  never  healed  properly  and  had  become 
ulcerous.  Examination  revealed  an  extensive  lesion 
occupying  the  anteriolateral  lower  third  of  the 
right  leg  with  great  destruction  of  tissue  and  the 
maggots  were  abundant  (Fig.  6)  . The  ulceration 
was  surrounded  by  a large  area  of  brownish  scle- 
rotic pigmented  skin.  The  maggots  were  very  active 
and  several  burrows  were  observed  which  penetrat- 


Fig.  6.  Case  10.  Ulcer  of  the  right  leg  infested 
with  maggots. 

ed  into  the  underlying  subcutaneous  and  muscular 
tissue  (Fig.  7)  . After  using  chloroform  to  kill  the 
maggots,  the  ulcer  was  cleaned  and  the  maggots 
removed.  This  patient  was  referred  to  the  San 
Juan  City  Hospital  on  June  3,  1965  for  future 
care  and  passed  out  of  our  control. 

Discussion 

Case  No.  7 emphasizes  the  seriousness  of 
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Fig.  7.  Case  10.  Close-up  of  fig.  6 showing  the  numerous  maggots  and  their  cavities. 


the  disease.  In  this  case  more  than  fifty  mag- 
gots had  been  active  for  several  days  feeding 
on  the  tissue  of  a child’s  head  causing  a deep 
wound  which  looked  like  a bullet  hole.  Had 
treatment  not  been  instituted  the  maggots 
could  have  caused  serious  injury.  Schreiber 
et  al  (3)  in  reporting  a similar  case  of  a child 
in  Arizona  pointed  out  that  physicians  do 
not  sufficiently  appreciate  the  possibility  of 


deep  tissue  involvement  and  fatal  outcome 
with  this  type  of  myiasis. 

Case  No.  9 is  evidence  that  myiasis  may 
affect  persons  who  are  relatively  well  to  do, 
for  this  case  occurred  in  a patient  residing  in 
a modern  housing  development  where  the 
sanitation  was  excellent  and  the  units  were 
modern  and  well-constructed.  Predisposing 
factors  were  the  immobility  of  the  patient’s 
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leg  and  the  habit  of  spending  long  periods  of 
time  on  the  porch  of  her  home. 

The  procedure  for  treatment  recommend- 
ed is  as  follows;  (1)  Local  application  of 
10%  chloroform  to  kill  the  maggots;  (2) 
Extraction  of  the  maggot  with  forceps;  (3) 
Desinfection  of  wound  with  Phisohex  and 
aqueous  Zephiran;  (4)  antibiotics  to  combat 
general  infection;  (5)  X-Rays  in  cases  in- 
volving deep  infestations  and  (6)  preserva- 
tion in  alcohol  of  a number  of  maggots  for 
subsequent  identification  of  the  species  by 
an  entomologist. 

From  the  point  of  view  of  personal  pre- 
ventive measures,  it  should  be  borne  in  mind 
that  various  conditions  may  predispose  the 
patient  to  myiasis,  particularly  in  rural  areas 
where  hygiene  is  not  ideal.  Among  these  are 
scabies,  pediculosis,  impetigo  and  other  skin 
diseases  which  provoke  scratching  leading  to 
skin  infection,  wounds  and  ulcerations  of  any 
kind  which  involve  suppuration  and  bad 
odor,  for  they  attract  the  adult  flies.  In  all 
these  cases  daily  cleaning  of  the  lesions  or 
adequate  bandaging  is  indicated. 

A limited  survey  was  made  to  find  out  the 
number  of  cases  of  myiasis  which  have  oc- 
curred recently.  Letters  were  sent  to  the 
medical  directors  of  certain  health  centers, 
and  visits  were  made  to  large  hospitals  in 
the  Metropolitan  area  where  the  physicians 
were  personally  alerted  and  requested  to 
advise  us  of  any  cases  coming  to  their  at- 
tention. Ten  cases  were  discovered  and  they 
are  listed  in  Table  1.  Of  these,  5 definitely 
involved  C.  hominivorax  (for  the  maggot 
was  recovered  and  identified),  the  other  5 
are  presumed  to  be  due  to  the  same  species 
on  the  basis  that  this  species  is  the  common 
one  whose  larvae  may  infest  living  human 
tissue. 

From  Table  I it  will  be  noted  that  50% 


of  the  cases  occurred  in  1965  over  a period 
of  4 months.  Either  the  incidence  is  increas- 
ing or  more  cases  have  come  to  light  recently 
because  of  alertness  of  the  physicians.  It 
should  be  borne  in  mind  that  only  a few 
medical  institutions  were  involved  in  the 
inquiries.  Had  a more  general  survey  been 
possible  with  more  hospitals  from  all  over 
the  island  participating,  many  more  cases 
may  have  been  found.  The  geographical  dis- 
tribution of  the  cases  as  shown  in  the  map  in 
Fig.  8 indicates  that  the  disease  may  occur 
in  different  areas  of  the  island. 


Fig.  8.  Map  of  Puerto  Rico  showing  geographical 
distribution  of  cases  of  human  myiasas. 


In  our  opinion,  hominivorax  myiasis  re- 
presents a health  hazard  in  Puerto  Rico  which 
can  not  be  solved  by  ordinary  hygienic  mea- 
sures. This  situation  requires  large  scale  er- 
adication measures  involving  sterilization  and 
release  of  male  flies  such  as  has  proved  ef- 
fective in  Curacao  and  southeastern  United 
States  (4).  The  Public  Health  authorities 
should  join  the  Veterinary  and  Agricultural 
ones  in  the  effort  to  secure  such  a program 
for  Puerto  Rico. 

Summary 

A limited  survey  of  the  cases  of  human 
myiasis  in  Puerto  Rico  was  made  through  the 
cooperation  of  physicians  in  Health  Centers 
and  hospitals  of  the  metropolitan  area.  Ten 
cases  came  to  our  attention.  The  maggots 
were  recovered  from  5 and  identified  as 
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TABLE  I;  RECENT  CASES  OF  HUMAN  MYIASIS  IN  PUERTO  RICO 


Case  No. 

Age 

Sex 

Date 

Locality 

Diagnosis 

Hospital 

!• 

65 

F 

19  June  58 

Adjuntas 

Capillary 
hemangioma 
of  the  skin 

of  the  neck 

Castañer 

2 

58 

M 

3 July  59 

Lares 

Adenocarci- 
noma of 
parotid  gland 

Oncológico 

3 

76 

M 

3 Aug.  60 

Carolina 

Muco  epider- 
moid carcinoma 

buccal  mucosa 

Oncológico 

4 

50 

F 

7 Nov.  61 

Gurabo 

Carcinoma 

of  the  left 

breast 

Oncológico 

5* 

86 

M 

8 Dec.  63 

Guaynabo 

Carcinoma 
of  penis 

University 

6 

20 

M 

11  Feb.  65 

Rio  Piedras 

Pemphigus 

vulgaris 

University 

7 

85 

M 

16  Feb.  65 

Bayamón 

Carcinoma 
of  hypo- 
pharynx 

University 

8* 

7 

F 

17  Mar.  65 

Aguas  Buenas 

Pediculosis 

Aguas  Buenas 

9» 

74 

F 

7 May.  65 

Río  Piedras 

Cellulitis 
of  leg 

Auxilio  Mutuo 

10» 

70 

M 

3 Jun.  65 

Hato  Rey 

Ulcer  of 
leg 

Río  Piedras 

• Maggot  identified  as  COCHLIOMYIA  HOMINIVORAX  (Coquerel). 


Cochliomyia  hominivorax  (Coquerel).  Four 
cases,  Nos.  5,  8,  9,  and  10  are  presented  in 
detail,  while  the  others  are  listed  in  a table 
(Table  I).  A map  showing  the  distribution 
of  the  cases  indicates  that  human  myiasis 
does  not  seem  to  be  restricted  to  any  par- 
ticular geographic  area  in  Puerto  Rico. 

Case  5 was  an  84  year  old  male  from 


Guaynabo  with  cancer  of  the  penis  and  in- 
festation with  maggots  there.  Case  8 w'as  a 
7 year  old  female  from  Aguas  Buenas  with 
pediculosis  of  the  head  and  cutaneous  myiasis 
of  the  occipital  region.  Case  9 was  a 74 
year  old  female  from  Rio  Piedras  with  cel- 
lulitis of  the  lower  extremities  and  subse- 
quent myiasis  in  the  lower  left  leg.  Case  10 
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was  a 70  year  old  male  from  Hato  Rey  who 
had  myiasis  of  the  left  leg  at  the  site  of 
an  old  wound  which  had  ulcerated. 

The  treatment  procedures  to  be  used  in 
cases  of  myiasis  are  given.  Myiasis  may  be 
of  public  health  importance  in  Puerto  Rico 
and  it  is  recommended  that  a program  of 
eradication  of  Cochliomyia  hominivorax  us- 
ing the  sterilization  procedures  employed  in 
Southern  United  States  be  instituted. 

Resumen 

En  una  investigación  limitada  del  número 
de  casos  de  miasis  humana  en  Puerto  Rico 
realizada  con  la  colaboración  del  personal 
médico  de  algunos  Centros  de  Salud  y hos- 
pitales de  la  zona  metropolitana,  10  casos 
vinieron  a nuestro  conocimiento.  En  5 de 
ellos  los  gusanos  pudieron  ser  recuperados  e 
identificados,  demostrando  pertenecer  a 
Cochliomyia  hominivorax  (Coquerel).  En  es- 
te trabajo  se  presentan  los  casos  5,  8,  9 y 10 
de  la  Tabla  I,  en  los  cuales  la  miasis  fue 
secundaria  a otras  afecciones. 

El  caso  5 se  refiere  a un  hombre  de  84 
años  residente  en  Guaynabo  que  tenía  pre- 
viamente un  cáncer  del  pene  y posterior- 
mente le  ocurrió  la  infestación  por  los  gu- 
sanos en  esa  localización.  El  caso  8 es  una 
niña  de  7 años  de  Aguas  Buenas  con  pedi- 
culosis de  la  cabeza;  tras  dos  semanas  con 
este  parasitismo  se  le  presentó  una  miasis 
cutánea  en  la  región  occipital.  El  caso  9 
es  de  una  mujer  de  74  años  de  Río  Piedras 
con  celulitis  de  los  miembros  inferiores  y 
subsiguiente  miasis  localizada  en  la  pierna 
izquierda.  El  caso  10  corresponde  a un  hom- 
bre de  70  años  con  domicilio  en  Hato  Rey, 
el  cual  tras  venir  padeciendo  durante  largo 
tiempo  de  una  herida  en  la  pierna  derecha, 
fue  parasitado  en  ese  mismo  sitio  por  Coch- 
liomyia hominivorax. 


Se  dan  una  serie  de  normas  de  rutina  a 
seguir  en  el  tratamiento  de  esta  infestación; 
igualmente  se  hace  referencia  al  posible  pe- 
ligro que  puede  representar  esta  enfermedad 
para  la  salud  pública,  así  como  a la  necesi- 
dad de  un  estudio  más  amplio  de  la  misma, 
el  cual  posiblemente  indicaría  la  necesidad 
de  un  programa  de  erradicación  de  Cochlio- 
myia hominivorax  mediante  los  métodos  de 
esterilización  utilizados  con  éxito  en  la  zona 
sur  de  los  Estados  Unidos. 
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SYSTEMIC  LUPUS  ERYTHEMATOSUS 
IN  ELDERLY  PATIENTS 


Systemic  lupus  erythematosus  is  a disease 
of  unknown  etiology,  affecting  the  connective 
tissues,  and  so,  of  protean  clinical  manifesta- 
tions. It  occurs  with  most  frequency  in  the 
female  during  the  child  bearing  age,  however, 
it  has  been  reported  in  infants  and  in  pa- 
tients as  old  as  seventy  three  years  of  age 
( 1 ) . The  first  adequate  description  of  the 
constitutional  symptoms  of  the  disease  was 
that  of  Kaposi  in  1872  (2).  Osier  correlated 
the  dermal  manifestations  with  the  visceral 
involvement  ( 3 ) . 

During  the  past  two  decades  the  diagnosis 
has  been  made  more  frequently.  The  classic 
pathologic  reports  by  Klemperer  (4),  and 
the  description  by  Hargraves  of  the  LE  cell 
phenomena  (5)  were  undoubtedly  respon- 
sible for  a more  frequent  and  accurate  re- 
cognition of  the  disease.  A true  increase  in 
incidence  is  probably  related  to  the  advent 
of  antibiotics  and  chemotherapeutic  agents, 
as  well  as  to  the  use  of  other  newer  drugs. 

Large  series  of  cases  have  been  reported 
by  Harvey  (6),  Dubois  (7),  Jessar  (8), 
Shearn  and  Pirofsky  (9),  Armas  Cruz  (10), 
and  others.  Patients  over  the  age  of  60  years 
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were  included  in  their  series,  however,  no 
effort  was  made  to  determine  if  they  pre- 
sented any  special  problem  in  diagnosis  and 
treatment.  By  reviewing  the  American  liter- 
ature, there  is  only  one  article  available,  a 
case  report  of  the  disease  in  an  elderly  pa- 
tient (11).  It  is  said  that  these  patients 
usually  present  themselves  with  long  stand- 
ing articular  symptoms.  This  is  not  infre- 
quently an  arthritis  indistinguishable  from 
that  seen  in  rheumatoid  disease.  Emphasis 
is  not  given  to  the  fact  that  other  clinical 
syndromes  such  as  thrombocytopenic  pur- 
pura, hemolytic  anemia,  and  the  nephrotic 
syndrome,  in  an  elderly  patient  may  be  due 
to  systemic  lupus  erythematosus. 

During  the  past  four  years,  forty  two  cases 
of  this  disease  have  been  studied.  In  four, 
the  onset  occurred  past  the  60th  birthday. 
It  is  our  purpose  to  report  in  detail  these 
cases,  to  comment  on  the  clinical  picture  as 
seen  in  them,  and  on  the  problems  in  diag- 
nosis and  treatment. 

Case  Reports 

Case  1:  M.C.H.  was  a 64  year  old  negro  female, 
admitted  for  the  first  time  to  the  hospital  on  July 
8th,  1961.  She  gave  the  history  of  having  been 
well  until  two  months  prior  to  admission  when 
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she  developed  easy  fatigability,  tiredness,  weakness, 
fainting  episodes,  and  noticed  easy  bruising  and 
private  physician  who  prescribed  some  medication 
the  appearance  of  petechiae.  She  was  seen  by  a 
without  improvement.  A week  prior  to  admission, 
she  developed  a diarrhea.  Progressively,  she  became 
pale  and  short  of  breath.  She  was  then  referred 
to  us  for  diagnosis  and  treatment. 

She  denied  any  previous  illnesses  or  opera- 
tions. Her  mother  died  of  cancer  of  the  stomach, 
and  her  father  of  chronic  renal  disease  with  cal- 
culi. There  were  eight  siblings  and  four  died  of 
causes  unknown  to  the  patient. 

On  examination  she  appeared  well  developed 
and  nourished,  but  markedly  pale,  and  chronical- 
ly ill.  She  was  well  oriented  and  alert.  The  blood 
regular,  and  the  respirations  36/min.,  the  skin  and 
pressure  was  130/60,  the  pulse  rate  112/min.  and 
mucus  membranes  showed  multiple  petechiae  and 
echymosis.  Fundoscopic  examination  revealed  mul- 
tiple retinal  hemorrhages.  There  was  poor  oral 
hygiene  and  the  few  remaining  teeth  were  carious. 
The  neck  was  supple,  the  trachea  in  the  midline, 
:j'.d  no  lymphadenopathy  was  detected.  The  lungs 
were  clear.  The  heart  was  not  enlarged,  the  rate 
112/min;  and  the  tones  of  good  quality.  There  was 
a grade  II  pansystolic  murmur  of  blowing  quality 
heard  over  the  entire  precordium.  The  abdomen 
was  soft  and  there  was  slight  tenderness  to  deep 
palpation  over  the  right  lower  quadrant.  The 
liver  and  spleen  were  not  palpable.  Peristalsis  was 
active.  On  pelvic  examination,  a cervical  polyp  was 
seen  in  the  anterior  lip,  rectal  examination  was  neg- 
ative and  the  stools  were  soft  and  of  normal  color. 
Neurologic  examination  failed  to  reveal  any  ab- 
normalities. 

Laboratory  examination  showed  a hemoglo- 
bin of  3.2  Gms.  and  red  blood  cell  count  of  920,000 
per  mm.3  with  a hematocrit  of  9.5%.  The  white 
blood  cell  count  was  8,000  with  68%  polymorpho- 
nuclear leukocytes.  31%  lymphocytes  and  1%  eosi- 
nophyles.  Amisocytosis,  some  macrocytosis,  and  an 
occasional  normoblast  were  noted  on  the  periphe- 
ral smear.  A reticulocyte  count  of  7%  was  reported. 
The  bleeding  time  was  55  seconds,  coagulation 
time,  two  minutes  and  45  seconds,  and  the  pro- 
thrombin time  17  sec.  with  a control  of  14  seconds. 
The  platelet  count  was  20,000  per  mm.  Both  indi- 
rect and  direct  serum  bilirubin  were  normal.  A 


bone  marrow  aspirated  from  the  iliac  crest  was 
hypocellular  and  diluted  so  that  proper  interpre- 
tation was  impossible. 

A blood  transfusion  was  started,  the  patient 
becoming  very  restless,  dyspneic,  and  she  died  in 
pulmonary  edema  six  and  a half  hours  after  admis- 
sion. 

Post  mortem  examination  revealed  the  peri- 
toneum, pleura  and  pericardium  to  be  smooth  and 
glistening,  showing  scattered  petechiae.  There  were 
400  cc  of  blood  tinged  fluid  in  the  pleural  cavities 
and  about  40  cc  in  the  pericardium.  The  heart 
weighed  260  Gms.  and  there  was  a subepicardial 
hemorrhage  involving  the  posterior  surface  of  both 
atria  extending  to  the  atrioventricular  sulcus,  the 
inter  auricular  septum  and  the  tricuspid  valve. 
There  were  multiple  petechiae  in  the  myocardium. 
The  valves  and  endiocardium  appeared  normal. 
The  lungs  weighed  890  Gms.  and  990  Gms.  showing 
large  hemorrhagic  areas  and  massive  pulmonary 
edema.  The  liver  weighed  1400  Gms.  and  was  con- 
gested; the  spleen  appeared  normal.  The  pancreas, 
kidneys,  adrenals,  urinary  bladder  and  pelvic  or- 
gans were  normal.  The  brain  weighed  1500  Gms. 
and  there  were  multiple  hemorrhagic  areas  in  the 
meninges  and  brain  substance. 

Microscopic  examination  revealed  marked  inters- 
titial edema  of  the  myocardium  and  abundant 
polymorphonuclear  leukocytic  infiltration.  Some  of 
the  arterioles  were  swollen  and  showed  fibrinoid 
necrosis  of  the  intima.  The  arteriolitis  with  fibri- 
noid necrosis  was  observed  in  all  the  organs.  In  the 
spleen,  the  central  follicular  arterioles  showed  an 
“onion  peel”  appearance  (Fig.  1.).  In  the  kidneys. 


Fig.  1 Spleen,  Case  1 M.C.H.,  showing  peri- 
arteriolar  fibrosis,  characteristic  "onion  peel”  ap- 
pearence. 
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the  basal  membrane  of  many  of  the  glomeruli  were 
, irregularly  thickened  and  showed  fibrinoid  necro- 
sis. The  pathologic  diagnosis  was  that  of  systemic 
Ij  lupus  erythematosus,  fulminant  thrombocytopenic 
i purpura,  with  hemorrhages  in  the  myocardium, 
t brain,  skin  and  viscera,  and  pulmonary  edema, 
j Comment:  This  patient,  a sixty  four  year 
i old  negro  female,  presented  the  picture  of 
j acute  thrombocytopenic  purpura  and  severe 
I anemia.  She  died  in  acute  pulmonary  edema 
following  a blood  transfussion  six  hours 
j after  admission  to  the  hospital,  and  two 
! months  after  the  onset  of  the  disease.  Autop- 
¡ sy  showed  a diffuse  artereolitis  and  changes 
I typical  of  SLE  in  the  spleen  and  kidneys. 

Case  2:  G.L.  is  a 63  year  old  while  female,  first 
seen  in  January  15th,  1962,  complaining  of  arthritis 
of  one  year  duration,  and  pain  in  the  left  antero- 
lateral chest  of  two  months  duration.  She  stated 
that  in  1958  she  underwent  a hysterectomy  for  a 
carcinoma  in  situ  of  the  uterine  cervix.  Late  in 
1960  she  suffered  a fall  and  fractured  her  left  ankle. 
Subsequently,  she  started  noticing  pain  and  swell- 
ing of  some  of  her  joints.  Those  affected  were 
mainly  the  wrists,  the  small  joints  of  the  hands,  and 
the  knees  in  a symmetrical  fashion.  She  became 
anorectic  and  lost  twenty  seven  pounds  of  weight 
I during  this  time.  Two  months  prior  to  her  visit, 
she  developed  pain  of  a pleuritic  nature  in  the 
lefi  lower  hemithorax.  At  the  beginning  of  her 
articular  complaints  she  received  corticosteroid  ther- 
apy with  temporary  improvement  of  her  symp- 
toms. She  denied  any  other  symptomatology. 

Prior  to  1958  she  had  always  been  in  good 
health.  Both  parents  died  of  heart  ailments  and 
four  siblings  of  causes  unknown  to  the  patient. 
She  is  a widow  and  never  bore  children.  She 
never  smoked. 

On  physical  examination  she  looked  older  than 
her  stated  age  and  appeared  pale.  Her  blood 
pressure  was  120/80,  the  pulse  rate  72/min.  and 
regular,  and  weighed  108  lbs.  Fundoscopic  exam- 
I ination,  did  not  show  any  abnormalities.  The 
thyroid  was  not  enlarged,  and  there  was  atrophy 
of  the  breast  tissues.  The  lungs  were  clear  to 
percussion  and  auscultation.  The  heart  was  not 
enlarged,  the  second  pulmonic  sound  was  louder 
than  the  aortic,  and  a grade  II  soft  systolic  mur- 


mur was  heard  at  the  left  second  intercostal  space. 
There  were  no  viscera  or  masses  palpable  in  the 
abdomen.  Examination  of  the  extremities  showed 
tenderness,  slight  swelling  and  increased  heat  of 
both  wrists,  several  of  the  metacarpophalangeal 
joints,  some  of  the  proximal  interphalangeal  joints 
and  the  right  knee. 

Laboratory  examinations  revealed  a hemoglobin 
of  10.6  Gms.  with  a red  blood  cell  count  of 
3,580,000  per  mm’’.  The  white  blood  cell  count 
was  4,750  with  73%  polymorphonuclear  leukocytes, 
20%  lymphocytes,  3%  monocytes  and  1%  eosino- 
phyles.  Corrected  erythrocyte  sedimentation  rate 
was  4 mm/ hr.  Examination  of  the  urine  revealed 
traces  of  albumin  and  an  occasional  granular  cast. 
The  latex  fixation  test  for  rheumatoid  factor  was 
positive.  Many  L.  E.  cells  were  seen  in  several 
preparations.  A chest  X-Ray  was  reported  as  show- 
ing a pleuritic  reaction  in  the  left  base. 

The  patient  was  started  on  chloroquine  phos- 
phate 250  mgm.  daily  and  aspirin  600  mgm.  every 
four  hours  with  marked  subjective  improvement, 
a sensation  of  well  being,  return  of  her  appetite, 
disappearance  of  the  chest  pain,  and  marked  im- 
provement of  the  arthritis.  Subsequent  examina- 
tions revealed  the  presence  of  splenomegaly: 

The  patient  was  lost  to  follow  up  until  early 
May,  1963.  At  this  time  she  complained  of  swell- 
ing of  the  legs  of  three  months  duration.  On  ex- 
amination, she  appeared  markedly  pale.  Her  B.  P. 
was  130/80  and  pulse  rate  80/ min.,  regular.  There 
was  no  adenopathy.  The  lungs  were  clear  to  per- 
cussion and  auscultation.  The  heart  was  not  en- 
larged, and  the  heart  sounds  were  normal.  A gra- 
de H soft  blowing  pansystolic  murmur  was  heard 
at  the  apex.  The  liver  was  not  enlarged,  but  the 
spleen  was  palpable  two  finger  breaths  below  the 
left  costal  margin.  A 34-  pitting  edema  of  the 
lower  extremities  was  noticed. 

l.aboratory  examinations  showed  a hemoglobin 
of  7.5  Gms.  with  a R.B.C.  count  of  2,350,000  per 
mm.“  and  a W.B.C.  count  of  1,750  with  a normal 
differential.  Sedimentation  rate  was  24  mm. /hr. 
corrected.  The  platelet  count  was  85,000.  Both 
direct  and  indirect  Coombs  test  were  negative  but 
there  was  a reticulocytosis  of  4%.  The  urinalysis 
on  repeated  occasions  showed  marked  albuminuria, 
many  red  blood  cells  and  some  granular  casts. 
The  BUN  was  elevated  at  26  mgm%.  The  serum 
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albumin  was  2.0  Gms.%  and  the  globulin  2.8 
Gms.%.  The  serum  cholesterol  was  200  mgm.  %. 
The  total  24  hours  urinary  protein  was  1.79  Gms. 

radioisotope  renogram  revealed  bilateral  ex- 
cretory impairment.  The  V.D.R.L.  and  Kahn  test 
for  syphilis  were  markedly  positive.  A chest  X-Ray 
was  reported  this  time  as  negative  and  a P.P.D., 
intermediate  strength,  was  also  negative. 

The  patient  is  at  present  on  60  mgm.  of  pred- 
nisone daily  in  divided  doses.  Her  renal  findings 
are  improving  on  this  therapy. 

Comment:  This  patient,  a 63  year  old 
white  female,  presented  herself  with  a rheu- 
matoid like  arthritis  of  one  year  duration, 
a left  sided  pleuritis  of  two  months  dura- 
tion, and  anorexia  and  weight  loss  of  twenty 
seven  pounds.  The  original  impression  was 
that  of  an  intrathoracic  neoplasm,  so  fre- 
quently preceded  by  polyarticular  manifesta- 
tions. The  leukopenia  and  the  positive  se- 
rologic test  for  rheumatoid  arthritis  made  us 
suspicious,  despite  the  patient’s  age,  of  the 
possibility  of  systemic  lupus  erythematosus. 
The  diagnosis  was  corroborated  by  the  pres- 
ence of  abundant  L.E.  cells  in  repeated 
examinations.  The  course  of  the  disease  was 
benign  responding  to  anti  malarial  therapy. 
Subsequently,  she  developed  severe  renal  in- 
volvement. She  presents  the  picture  of  a 
nephrotic  syndrome  but  without  elevation  in 
the  serum  cholesterol.  She  also  has  a hemoly- 
tic anemia  and  thrombocytopenia. 

Case  3:  B.J.R.,  is  a 64  year  old  negro  female  ad- 
mitted for  the  first  time  to  the  hospital  in  De- 
cember 1953.  She  gave  a history  of  multiple  irreg- 
ular erythematous  skin  lesions  distributed  over 
the  face,  scalp,  chest,  and  buttocks  of  20  years 
duration.  A diagnosis  of  discoid  lupus  erythema- 
tosus had  been  made  by  the  dermatologist.  At 
that  time  she  received  a course  of  gold  therapy 
and  anti  malarials  with  marked  improvement  in 
the  skin  condition.  One  year  prior  to  admission, 
in  1961  she  had  an  exacerbation  and  developed 
alopecia.  This  time  she  was  treated  with  anti- 
malarials  without  apparent  response. 


On  physical  examination  she  appeared  to  be 
chroiiically  ill  and  undernourished,  fler  weight 
was  95  pounds,  height  62  inches,  blood  pressure 
130/76,  and  the  pulse  rate  80/min.  and  regular. 
There  were  multiple  skin  lesions  characteristic  of 
discoid  lupus  erythematosus,  specially  over  the 
face.  Goarse  rales  over  both  pulmonary  fields 
were  heard  on  auscultation.  No  positive  cardio- 
vascular findings  were  detected.  The  liver  and  the 
spleen  were  not  palpable.  There  was  no  lymphade- 
nopathy  noted  and  no  evidence  of  arthritis. 

Laboratory  examinations  revealed  a hemoglobin 
of  10  Gms.  with  a red  blood  cells  count  of 
3,650,000  per  mm“.  The  white  blood  cell  count 
was  3,950  with  a normal  diferential  count.  Uri- 
nalysis showed  traces  of  albumin  but  no  formed 
elements  were  reported.  The  blood  urea  nitrogen 
was  30  mgm%.  The  erythrocyte  sedimentation  rate 
was  43  mm.  and  a platelet  count  of  182,000.  The 
serological  test  for  syphilis  was  negative.  Repeated 
L.E.  cell  preparations  revealed  many  L.E.  cells. 

She  received  corticosteroid  therapy  with  marked 
improvement,  and  subsequently  was  lost  to  follow- 
up. 

Comment:  The  patient,  a 64  year  old 
negro  female  had  discoid  lupus  erythematosus 
for  20  years  which  originally  responded  well 
to  treatment  with  anti-malarials.  One'  year 
prior  to  admission  she  developed  an  exacerba- 
tion of  the  skin  condition,  alopecia,  and 
weight  loss,  irresponsive  to  anti-malarial  ther- 
apy. During  the  hospital  stay  she  was  found 
to  have  albuminuria,  azotemia,  anemia,  leu- 
kopenia and  many  L.  E.  cells  in  repeated 
preparations.  The  development  of  systemic 
symptoms  made  us  suspicious  of  other  system 
involvement  in  this  patient  with  only  skin 
manifestations  for  twenty  years. 

Case  4:  V.R.P.  is  a 62  year  old  white  female 
admitted  to  the  hospital  in  December  12th,  1958 
complaining  of  weakness,  anorexia,  weight  loss  of 
approximately  35  pounds,  and  epigastric  pain  of 
several  months  duration.  Prior  to  this  she  had 
been  complaining  of  bone  and  articular  pain  since 
early  1957.  Previous  radiologic  studies  of  her  joints 
revealed  moderate  degenerative  changes.  The  only 
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past  medical  history  of  importance  were  an  ap- 
pendectomy, a hysterectomy  with  subsequent  in- 
testinal obstruction  secondary  to  adhesions.  These 
operations  were  all  performed  within  the  previous 
five  years.  Family  history  failed  to  reveal  any 
significant  data. 

On  physical  examination,  she  appeared  both 
chronically  and  acutely  ill,  looking  pale  and  with 
e\idence  of  recent  weight  loss.  There  were  no 
pLtccliiae,  jaundice  or  any  other  skin  lesions.  Her 
blood  pressure  was  160/80  and  her  pulse  rate  92/ 
min.  and  regular.  Fundoscopic  examination  did 
not  show  exudates  nor  hemorrhages.  There  was 
some  tenderness  of  the  sternum  and  of  the  pelvic 
bones.  The  lungs  were  clear  to  percussion  and 
auscultation,  and  there  were  no  abnormal  findings 
of  the  joints  and  no  lymphadenopathy. 

Laboratory  studies  showed  a hemoglobin  of  6.5 
Gms.,  a red  blood  cell  count  of  1,600,000  per  mm'’ 
and  a white  blood  cell  count  of  3,300  with  a nor- 
mal differential.  The  erythrocyte  sedimentation 
rate  was  75  mm/ hr.  A urinalysis  revealed  one  plus 
albuminuria,  but  no  abnormal  formed  elements. 
The  total  serum  proteins  were  8.9  Gms.%  with 
an  albumin  of  3.7  Gms.%  and  globulins  of  5.2 
Gms.%.  Other  tests  incluuing  alkaline  phosphatase, 
other  enzymatic  studies,  blood  sugar,  and  tests  for 
macroglobulins  and  cryoglobulins  were  all  normal. 
A bone  marrow  aspirate  from  the  sternum  reveal- 
ed increased  erythropoesis  and  granulocytic  hyper- 
plasia. No  diagnoses  was  established  at  this  time, 
hut  that  of  multiple  myeloma  was  strongly  con- 
sidered and  the  patient  received  Urethane  without 
improvement. 

Four  months  later  and  because  the  patient  con- 
tinued symptomatic  besides  developing  fever,  sple- 
nomegaly, periungual  erythema  and  persistant  leu- 
kopenia, L.E.  cell  preparations  were  done  and 
found  positive.  The  patient  was  then  treated  with 
corticosteroids  with  a complete  remission  of  her 
symptoms,  a sensation  of  well  being  and  gain  in 
weight.  Subsequently,  she  has  been  receiving  chlo- 
rocjuine  and  continues  well. 

Comment:  This  patient,  a 62  year  old 
white  female,  had  been  complaining  of 
articular  and  bone  pains  for  one  year.  Ra- 
diographic studies  revealed  degenerative  ar- 
ticular changes.  Subsequently,  she  developed 
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anorexia,  abdominal  pain  and  weight  loss. 
Bac,<ause  of  bone  tenderness,  a markedly 
elevated  sedimentation  rate,  and  hyperglobu- 
linemia,  the  original  impression  was  that  of 
multiple  myeloma.  The  persistance  of  symp- 
toms, hemolytic  anemia,  and  leukopenia 
made  us  suspicious  of  systemic  lupus  erythe- 
matosus. The  correct  diagnosis  was  established 
when  L.E.  cells  were  demonstrated  in  several 
preparations.  She  had  a dramatic  response  to 
corticosteroid  therapy  and  continues  well. 

Discussion 

During  the  past  four  and  a half  years, 
over  one  hundred  patients  suspected  of  hav- 
ing systemic  lupus  erythematosus  had  been 
studied  by  us.  A definitive  diagnosis  was 
established  in  forty  two.  The  age  range 
varied  from  three  to  sixty  four  years.  In 
only  four  did  the  onset  occur  after  the 
sixtieth  birthday. 

Most  authors  state  that  systemic  lupus 
erythematosus  in  the  elderly  usually  is  preced- 
ed by  a rheumatoid  like  arthritis,  not  infre- 
quently of  long  duration.  In  their  textbook. 
Collagen  Diseases,  Talbott  and  Moleres 
Ferrandis  state:  “In  the  older  age  group, 
symptoms  suggestive  of  rheumatoid  arthritis 
frequently  precede  the  clinical  presumption 
of  SLE.”  Not  infrequently,  patients  will  ful- 
fill the  criteria  for  the  diagnosis  of  both 
diseases.  Larson  (12)  reports  on  forty  such 
cases  from  a total  of  tw'o  hundred  studied 
at  the  New  York  Presbyterian  Medical 
Center  during  the  past  twenty  years.  He 
states  that  the  articular  symptoms  manifested 
by  these,  are  usually  excessive  for  the  amount 
of  apparent  involvement.  The  clinical  over- 
lap, as  well  as  overlaping  in  the  serologic 
manifestations  have  been  noticed  by  all  work- 
ers interested  in  this  group  of  diseases. 
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In  only  one  of  these  four  elderly  patients 
reported  was  an  arthritis  of  the  rheumatoid 
type  the  first  manifestation  of  the  disease. 
This  was  soon  followed  by  pleuritis,  anorexia, 
and  weight  loss.  At  present  she  has  evidence 
of  severe  renal  involvement,  hemolytic  ane- 
mia and  thrombocytopenia,  and  a false 
positive  serologic  test  for  syphillis.  Her  res- 
ponse to  high  dosage  of  corticosteroid  ther- 
apy has  been  poor.  Her  anemia,  leukopenia 
and  thrombocytopenia  are  improved,  how- 
ever, her  renal  impairment  persist  after  four 
weeks  of  treatment. 

The  only  other  patient  with  articular  ma- 
nifestations complained  mainly  of  joint  and 
bone  pain  and  tenderness,  and  was  origin- 
ally suspected  of  having  multiple  myeloma. 

In  an  elderly  patient  with  articular  and 
bone  pain  of  relative  recent  onset,  the  ap- 
pearance of  pleuritis  should  make  one  sus- 
picious of  an  intrathoracic  neoplasm.  Be- 
cause this  has  been  noticed  to  occur  with 
relative  frequency,  it  was  our  first  considera- 
tion in  case  2,  G.L.  Marked  weight  loss 
usually  is  not  an  early  symptom  of  intrathor- 
acic neoplasm.  The  combination  of  rheuma- 
toid like  arthritis,  pleuritis,  leukopenia  and 
marked  weight  loss  should  then  make  one 
consider  very  strongly  the  diagnosis  of  sys- 
temic lupus  erythematosus,  even  in  an  el- 
derly individual. 

Case  1 presented  the  ]3Ícture  of  severe 
thrombocytopenic  purpura  and  anemia.  This 
may  be  the  only  clinical  manifestation  of 
systemic  lupus  erythematosus.  Several  pa- 
tients with  the  diagnosis  of  idiopathic  throm- 
bocytopenic purpura  (I.T.P.)  have  been 
followed,  some  of  them  for  years,  some  post 
splenectomy,  with  no  other  evidence  of  sys- 
temic lupus  erythematosus,  to  finally  develop 
multisystem  disease.  In  the  series  of  the  New 
York  Presbyterian  Medical  Center  (12), 


purpura  was  the  initial  manifestation  in  seven 
of  the  two  hundred  cases. 

Although  patients  with  systemic  lupus 
erythematosus  who  have  purpura,  usually 
have  thrombocytopenia,  no  direct  correla- 
tion can  always  to  be  established  in  large 
number  of  patients  exhibiting  these  findings. 
It  is  not  infrequent  to  note  hemorrhagic 
manifestations  with  platelet  counts  only  mo- 
derately depressed.  On  the  other  hand,  it 
is  not  unusual  to  have  very  marked  depres- 
sion in  the  number  of  platelets  with  few  if 
any  hemorrhagic  manifestations.  Other  fac- 
tors beside  the  platelet  level  must  influence 
the  hemorrhagic  tendency.  Most  probably 
these  are  of  a local  vascular  nature. 

The  trombocytopenia  is  not  the  result  of 
decreased  megakaryocytogenesis.  A substance 
responsible  for  it  has  been  detected  in  the 
serum  of  these  patients  and  have  been  de- 
monstrated to  cross  the  placental  barrier 
( 13) . Dameshek  ( 14) , as  well  as  others  ( 12) , 
have  noticed  that  splenoctomy  may  not  Cor- 
rect the  thrombocytopenia.  It  has  been  stated 
by  them  that  systemic  disease  may  rapidly 
develop,  at  times  with  fatal  consequences, 
post  splenectomy.  We  have  not  observed  this 
to  occur  in  our  small  number  of  cases.  Larson 
(12)  obtained  a sustained  remission  in  three 
of  his  seven  cases  with  splenectomy.  The  oc- 
currence of  such  fatal  exacerbations  in  the 
post  splenectomy  period  may  have  been  coin- 
cidental. We  will  have  to  await  until  a large 
number  of  patients  are  observed  before  any 
definite  conclusions  can  be  drawn.  In  the 
meantime,  we  agree,  that  splenectomy  should 
be  reserved  for  those  who  do  not  respond  to 
corticosteroid  therapy  and  are  continuously 
in  danger  of  a fatal  hemorrhagic  episode. 

Anemia  is  reported  to  occur  in  a large 
number  of  patients  with  systemic  lupus  ery- 
thematosus. It  was  noted  in  all  four  cases 
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here  reported.  In  two  of  them,  it  was  severe, 
and  the  main  clinical  manifestation.  The 
anemia  of  systemic  lupus  erythematosus  may 
be  related  to  one  of  several  different  factors. 
It  may  be  the  result  of  relative  bone  marrow- 
insufficiency  as  seen  in  other  chronic  ill- 
nesses. Azotemia,  a not  infrequent  event, 
may  play  an  important  role  in  its  develop- 
ment. Blood  loss  associated  with  salycilate  or 
corticosteroid  therapy,  or  related  to  throm- 
bocytopenic purpura,  may  be  the  factor  in- 
volved. Acquired  hemolytic  anemia,  at  times 
resulting  in  severe  hemolysis  is  not  infre- 
quently encountered  and  may  be  the  initial 
manifestation  of  the  disease  and  the  sole 
presenting  finding.  Most  frequently,  the  ane- 
mia is  the  result  of  a combination  of  these 
factors. 

Harvey  and  Shulman  (6)  reported  that 
in  their  cases  with  hemolytic  anemia  the 
spleen  w-as  usually  palpable,  the  osmotic  fra- 
gility was  normal,  and  cold  agglustinins  were 
present.  The  direct  Coombs  test  is  usually 
positive.  Removal  of  the  spleen  will  not  af- 
fect the  hemolytic  process  in  most  instances. 
Corticosteroid  therapy  is  very  often  effective. 
This  is  most  probably  accomplished  by  sup- 
pression in  the  production  of  anti-red  blood 
cell  antibodies.  The  reversal  of  the  direct 
Coombs  test  to  negative  may  be  evidence  for 
this.  Not  infrequently  relapses  occur  after 
the  drug  is  discontinued.  As  in  the  cases 
with  thrombocytopenic  purpura,  when  the 
hemolytic  process  is  severe  and  fails  to  res- 
pond to  this  form  of  therapy,  splenectomy 
should  be  performed.  Contrary  to  the  ob- 
servations of  others,  Sarles  and  Levin  (15) 
have  noticed  sustained  improvement  in  the 
hemolytic  process  following  splenectomy. 

It  is  not  infrequent  for  patients  to  ex- 
hibit a combination  of  hemolytic  anemia  and 
thrombocytopenic  purpura.  Evans  et  al  (16) 


Systemic  Lupus  Erythematosus  423 


stressed  this  clinical  combination  and  re- 
ported on  the  features  that  charact'~-ize  this 
group  of  patients.  We  have  observed  three 
such  cases.  Two  of  them  are  '^ery  young 
females,  aged  seventeen  and  tw'enty  one,  the 
other.  Case  I,  M.C.H.  here  reported.  The 
seventeen  year  old  patient  presented  the 
picture  of  anemia,  purpura,  rash,  nephritis, 
a false  positive  serologic  test  for  syphillis, 
leukopenia,  and  thrombocytopenia.  The  ane- 
mia was  found  to  be  of  the  acquired,  Coombs 
positive  hemolytic  type.  A remission  was  in- 
duced with  high  doses  of  corticosteroids.  The 
patient  has  been  followed  for  over  a year 
and  a half  with  only  residual  albuminuria. 
The  tw'enty  one  year  old  patient  presented 
the  picture  of  hemolytic  anemia  of  the  ac- 
quired Coombs  positive  type,  thrombocyto- 
penic purpura,  polyarthralgias  and  marked 
weight  loss.  The  only  evidence  of  renal  in- 
volvement was  an  abnormal  radioactive  re- 
nogram (17).  She  also  responded  to  large 
doses  of  corticosteroids  with  reversal  of  the 
clinical  and  laboratory  findings  towards  nor- 
mal. 

As  exemplified  by  our  third  patient  with 
this  syndrome,  M.C.H.  here  reported  in 
detail,  patients  with  this  combination  of 
hematologic  findings  are  usually  very  serious- 
ly ill.  If  the  diagnosis  is  not  established  early, 
and  therapy,  with  high  doses  of  corticos- 
teroids instituted,  the  condition  may  become 
very  rapidly  fatal.  This  is  more  apt  to  occur 
in  the  elderly  patient  where  the  diagnosis  of 
systemic  lupus  erythematosus  is  less  fre- 
quently considered. 

In  the  past,  it  was  thought  that  rarely  if 
ever  did  systemic  disease  developed  in  pa- 
tients with  discoid  lupus  erythematosus.  This 
has  been  noticed  to  occur  not  infrequently, 
and  often  after  many  years  of  localized  dis- 
ease, by  Harvey  and  Shulman  (6),  Shearn 
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and  Pirofsky  (9),  Wilson  and  Jordan  (18), 
and  Dubois  and  Martel  (19).  That  this  may 
be  the  case  is  exemplified  by  B.  J.  R.  Dubois 
(20),  by  studying  very  thoroughly  patients 
with  apparent  localized  skin  disease,  detected 
systemic  involvement  in  over  10%  of  the  cases. 
He  also  performed  precutaneous  needle  renal 
biopsies  and  found  pathologic  evidence  of 
lupus  nephropathy  in  many  of  these  (21). 
It  is  our  impression  that  discoid  lupus  ery- 
thematosus most  probably  represents  a single 
manifestation  of  this  very  wide  clinical  spec- 
trum. 

Summary 

Four  cases  of  systemic  lupus  erythematosus 
with  onset  of  their  disease  past  their  sixtieth 
birthday  are  presented  in  detail.  The  clinical 
picture  was  that  of:  1 — fulminant  throm- 
bocytopenic purpura  and  severe  anemia,  2 — 
rheumatoid  like  arthritis  and  pleuritis,  sub- 
sequently complicated  by  nephrosis,  hemolytic 
anemia  and  thrombocytopenia,  3 — chronic 
discoid  lupus  erythematosus  subsequently 
developing  systemic  disease  manifested  by 
alopecia,  wasting,  and  nitrogen  retention,  4 — 
boney  and  articular  pain,  marked  hyperglo- 
bulinemia  and  hemolytic  anemia.  These  four 
cases  represent  about  10%  of  a series  of 
forty  two  studied.  It  is  therefore  not  rare 
to  see  this  disease  with  onset  in  an  elderly 
age. 

The  clinical  picture  presented  by  them  is 
not  different  from  that  seen  in  the  young. 
As  in  these,  it  is  most  frequent  in  the  female 
and  presents  similar  diagnostic  and  thera- 
peutic problems. 

Resumen 

Se  presentan  cuatro  casos  de  lupus  erite- 
matoso  sistémico,  en  los  cuales  se  desarrolló 


la  enfermedad  después  de  los  60  años  de 
edad.  El  cuadro  clínico  era  uno  de: 

1 — Purpura  trombocitopénica  y anemia 
severa 

2 — Artritis  reumatoidea,  y pleuritis,  más 
tarde  complicándose  con  el  síndrome 
nefrótico,  anemia  hemolítica  y trom- 
bocitopenia. 

3 — Lupus  discoide  crónico  que  subsi- 
guientemente desarrolló  enfermedad 
sistémica  manifestada  por  alopecia, 
pérdida  de  peso  y uremia. 

4 — Dolores  oseos  y articulares,  marcada 
hiperglobulinemia  y anemia  homolí- 
tica. 

Estos  cuatro  casos  representan  aproxima- 
damente un  10%  de  una  serie  de  42  casos 
estudiados.  Por  lo  tanto,  no  es  raro  ver  que 
se  desarrolle  esta  enfermedad  en  pacientes 
de  edad  avanzada. 

El  cuadro  clínico  que  presentaron  estos 
pacientes  no  es  distinto  al  que  vemos  en  per- 
sonas más  jóvenes.  Como  en  éstos,  esta  en- 
fermedad es  más  frecuente  en  la  mujer,  y pre- 
senta problemas  de  diagnóstico  y de  trata- 
miento similares. 
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EDITORIAL 


EL  MEDICO  Y LA  MEDICINA  INDUSTRIAL 

Hubo  una  época  que  en  nuestra  isla,  carente  de  industrias,  la  medicina 
ocupacional  casi  se  reducía  a traumatismos  sufridos  en  el  trabajo  de  la  agricultu- 
ra o de  la  construcción.  Se  aceptaba  que  un  obrero  que  cortando  caña  perdía  un 
dedo  o que  cayéndose  de  un  andamio  perdía  un  ojo,  no  solamente  merecía  garan- 
tizada, pronta,  y especializada  atención  médica  sino  también  una  compensación 
adecuada.  Más  tarde,  y a medida  que  se  comenzaba  a industrializar  la  isla  a tra- 
vés del  programa  Manos  a la  Obra,  empezaron  a surgir  plazas  de  médicos  en 
dichas  industrias  para  atender  a los  empleados.  Para  muchos,  el  término  de  “mé- 
dico industrial”  significaba  meramente  aquel  médico  que  rendía  sus  servicios 
profesionales  a individuos  que  venían  a su  consultorio  por  virtud  del  arreglo  que 
él  había  hecho  con  determinada  compañía  o industria  donde  el  paciente  traba- 
jaba. Hoy  en  Puerto  Rico,  ya  el  iérmino  de  Medicina  Industrial  va  adquiriendo 
el  concepto  que  de  hecho  le  corresponde. 

La  medicina  industrial  ( u ocupacional ) no  solamente  tiene  que  ver  con 
el  tratamiento  de  cualquier  enfermedad  que  pueda  contraer  el  obrero  durante 
su  trabajo,  sino  que  primordialmente  tiene  que  ver  con  la  prevención,  diagnósti- 
co, tratamiento,  rehabilitación,  y compensación  de  cualquier  enfermedad  que 
surja,  se  precipite,  o se  agrave  debido  a la  naturaleza  de  ese  trabajo.  El  médico 
industrial  es  responsable  de  desarrollar  un  programa  específico  de  salud  ocupa- 
cional en  la  fábrica  o industria  a la  cual  sirve.  No  basta  con  proveer  tratamiento 
de  emergencia  en  enfermedades  o traumas  agudos;  hay  que  buscar  la  manera 
de  mantener  la  salud  del  personal  a un  nivel  óptimo  para  que  la  pérdida  de  tiem- 
po y de  productividad  por  falta  de  salud  sea  la  menor  posible. 

A estos  fines,  es  necesario  que  ese  médico  estudie  detenidamente  las  con- 
diciones de  trabajo  del  empleado,  el  ambiente  y atmósfera  de  la  fábrica,  los  ma- 
teriales con  los  cuales  el  trabajador  va  a estar  en  contacto,  etc.,  además  del  esta- 
do de  salud  del  que  se  va  a emplear. 

Con  el  advenimiento  de  nuevas  industrias  a Puerto  Rico,  este  médico  ya 
necesita  ayuda  en  cuanto  a la  posibilidad  de  que  surjan  nuevas  enfermedades  o 
síndromes  relacionados  con  los  empleos  creados.  Esa  ayuda,  que  esencialmente 
consiste  en  estudios  de  investigación  para  descubrir  nuevos  síndromes  ocupado- 
nales,  la  debe  proveer  el  Fondo  del  Seguro  del  Estado.  Esta  institución  no  sola- 
mente tiene  el  dinero  que  se  necesita  para  ello  sino  que,  siendo  responsable  de  la 
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salud  del  que  se  emplea,  le  corresponde  utilizar  todos  los  medios  a su  alcance  para 
que  el  desarrollo  de  dichos  síndromes  se  eviten,  y de  no  poder  evitarlos,  estable- 
cer cuales,  por  relación  causal,  son  compensables.  Si  el  Fondo  creara  un  cuerpo 
con  estos  fines,  y si  ese  cuerpo  trabajara  con  objetividad  3;  no  con  la  intención  de 
ver  como  el  Fondo  puede  retener  la  mayor  cantidad  de  fondos,  no  me  sorpren- 
dería que  se  encontrara  evidencia  que  relacione  muchas  enfermedades  con  deter- 
minados empleos  y que  en  la  actualidad  no  son  aceptadas  como  enfermedades 
ocupacionales.  Sospecho  que  sería  reveladora  aquella  parte  del  estudio  relacio- 
nada con  las  enfermedades  del  corazón.  No  me  refiero  tanto  a factores  causan- 
tes de  enfermedad  como  a factores  contribuyentes  a la  enfermedad.  No  creo  que 
en  el  presente  los  empleados  que  las  sufren  están  siendo  compensados  en  la  pro- 
porción que  les  corresponde.  Esto  es  difícil  de  lograr,  ya  que  las  autoridades  que 
tienen  a su  cargo  el  decidir  estos  casos,  no  tienen  la  evidencia  a mano.  Además, 
estando  acostumbradas  a compensar  solamente  las  pérdidas  que  se  ven  (Ej.  ■ — 
una  mano  cercenada)  no  lés  es  fácil  entender  el  papel  que  pueden  jugar  la  an- 
siedad, la  tensión,  y el  sobretrabajo  en  un  paciente  que  sufre,  digamos,  de  angina 
pectoris.  Se  admite  también  que  ciertos  médicos  no  lo  explican  con  suficiente  cla- 
ridad para  que  el  lego  lo  entienda. 

De  todo  esto  se  desprende  la  importancia  que  tiene  para  el  trabajador 
lesionado  que  el  primer  médico  que  consulte  anote  todos  los  detalles  relaciona- 
dos con  el  desarrollo  de  la  enfermedad  o del  trauma  recibido.  Sólo  así  se  podrá 
lograr  establecer  la  relación  necesaria  que  justifique  la  compensación  que  el  le- 
sionado pueda  merecer  y que  en  la  actualidad  es  frecuentemente  denegada  debi- 
do, precisamente,  a esa  falta  de  información. 


José  M.  Torres  Gómez,  M.D. 


Sección  de  Resúmenes 

Editor:  Rafael  Sorrentino,  M.D. 


Oestrogen  Metabolism  and  Excretion  in  Liver 
Disease  (Metabolismo  y Excreción  de  los  Estrogenos 
en  la  Enfermedad  Hepdticaj  J.  B.  Brown,  G.  P. 
Crean  and  Jean  Gmsburg.  From  the  Clinical  En- 
docrinology Research  Unit  (Medical  Research  Coun- 
cil), and  the  Gastro-lntestinal  Unit,  Western  Ge- 
neral Hospital,  University  of  Edinburgh  and  the 
Department  of  Medicine,  St.  Thomas's  Hospital, 
London.  GUT  5:  56-59,  1964. 

El  estudio  se  propone  determinar  la  fuente  pro- 
ductora en  el  aumento  de  estrogenos  urinarios 
que  se  observa  en  los  pacientes  con  enfermedades 
del  hígado.  Se  determinó  la  excreción  urinaria  de 
estriol,  estrona  y estradiol  en  16  pacientes  con 
enfermedades  hepáticas  de  condición  severa,  mo- 
derada y leve  de  los  cuales  13  eran  hombres  y 3 
mujeres.  Los  estudios  metabólicos  se  realizaron 
dándose  estradiol  (2.5  mgms)  por  vía  intramus- 
cular en  aceite  de  oliva  y determinando  la  eli- 
minación urinaria  de  estriol,  estrona  y estradiol. 

La  eliminación  por  producción  endógena  de 
estrogenos,  estaba  aumentada,  aunque  menos  del 
doble  en  todos  los  pacientes,  a pesar  de  que  uno 
de  ellos  eliminó  20  veces  más  que  lo  normal.  La 
administración  de  estrogenos  (estrogenos  exoge- 
nos)  no  demostró  ningún  aumento  en  los  casos 
estudiados  e incluso  en  alguno  de  ellos,  se  obser- 
varon niveles  disminuidos.  El  mayor  metabolito 
que  se  obtenía  en  la  orina  era  el  estriol  aunque 
ocasionalmente  predominaba  la  estrona. 

Estos  estudios  demuestran  que  el  aumento  en 
la  excreción  de  estrogenos  por  vía  urinaria  era 
debida  a un  aumento  en  su  secreción  y no  a un 
aumento  por  alteración  metabólica,  a nivel  he- 


pático y que  el  hígado  enfermo  metaboliza  en 
proporción  mayor  que  lo  normal  el  estradiol,  es- 
trona y estriol.  No  se  observó  ninguna  correla- 
ción entre  la  severidad  de  la  enfermedad  hepáti- 
ca y los  valores  estrogénicos  urinarios,  aunque,  en 
general  aumentaban  en  los  casos  de  mayor  seve- 
ridad. 

Miguel  A.  Sarriera,  MD 

Etiology  and  Mortality  of  Purulent  Meningitis  at 
the  Detroit  Receiving  Hospital  (La  Etiología  y 
Mortalidad  de  la  Meningitis  Purulenta  en  el  Detroit 
Receiving  Hospital)  Francis  M.  Wilson,  M.D.,  and 
Martin  Lerner,  MD.  New  Eng.  Med.  271:1235  De- 
cember 10,  1964. 

Se  revisaron  los  expedientes  de  pacientes  admi- 
tidos al  Detroit  Receiving  Hospital  con  el  diag- 
nóstico de  meningitis  bacteriana  no- tuberculosa 
entre  el  primero  de  octubre  de  1942  y el  31  de 
diciembre  de  1943  y entre  el  primero  de  enero 
de  1962  y el  30  de  junio  de  1963.  Se  interesaba 
saber  si  en  este  hospital  había  ocurrido  algún 
cambio  en  la  etiología  de  la  meningitis  purulenta 
como  ha  sido  reportado  del  Boston  City  Hospital 
y de  la  Clínica  Mayo  al  comparar  la  etiología  de 
la  meningitis  purulenta  en  la  era  pre-antibióticos 
con  la  etiología  en  el  presente.  En  estos  hospitales 
se  ha  reportado  una  mayor  incidencia  de  menin- 
gitis purulenta  causada  por  organismos  gram  ne- 
gativos y por  gram  positivos  poco  usuales,  como 
el  estafilococo  áureo,  en  la  era  de  los  antibióticos. 

Durante  el  período  1942-43  se  encontraron  34 
pacientes  de  más  de  14  años  de  edad  con  menin- 
gitis purulenta  y 28  con  el  mismo  diagnóstico  en 
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el  período  de  1962-63.  En  ambos  períodos  el 
pneumococo  y el  meningococo  fueron  los  orga- 
nismos predominantes  cultivados  del  líquido  ce- 
faloraquídeo.  En  el  período  de  1962  al  63  se  en- 
contró un  mayor  número  de  casos  de  meningitis 
purulenta  de  causa  desconocida  que  en  el  período 
42-43  y esto  se  presume  se  debe  a que  el  número 
de  casos  parcialmente  tratados  con  antibióticos 
antes  de  ser  admitidos  al  hospital  ha  aumentado 
en  el  período  del  62-63,  causando  un  mayor  nú- 
mero de  líquidos  cefaloraquídeos  estériles.  No  se 
encontraron  casos  de  meningitis  debido  a estafi- 
lococos, estreptococos,  enterococos,  hemofilus  in- 
fluenza, proteus,  pseudomonas  o aerobacter  en  el 
período  62-63.  Sin  embargo  en  otros  hospitales  se 
ha  reportado  un  mayor  número  de  meningitis 
causada  por  estos  organismos  en  los,  últimos  años. 

La  mortalidad  en  los  adultos  con  meningitis 
bacteriana  fue  de  50%  en  el  período  de  1962  al 
63.  En  los  niños  la  mortalidad  fue  sólo  de  5%. 
En  los  adultos  la  mortalidad  de  meningitis  pneu- 
mococcica  fue  de  68%.  En  los  pacientes  con  este- 
tipo  de  meningitis  que  ingresaron  en  coma  o que 
eran  mayor  de  60  años  la  mortalidad  fue  de  100%; 
en  los  que  precedía  una  pulmonía  también  el  pro- 
nóstico fue  peor.  En  los  que  precedía  una  otitis 
media  la  mortalidad  fue  baja.  La  mortalidad  en 
los  adultos  con  meningitis  meningococcica  en  el 
mismo  período  fue  de  40%.  Las  cifras  de  morta- 
lidad para  el  período  42  al  43  en  pacientes  adul- 
tos para  meningitis  pneumococcicas  fue  de  84% 
y para  meningitis  meningococcicas  de  33%. 

En  los  pacientes  adultos  con  meningitis  pneu- 
mococcicas no  hubo  diferencia  en  la  mortalidad 
en  los  tratados  con  penicilina  solamente  compa- 
rados con  los  tratados  con  penicilina  más  sulfo- 
namidas  y cloromicetina.  Las  dosis  de  penicilina 
variaron  entre  20  y 30,000,000  de  unidades  de 
penicilina  acuosa  cada  24  horas  en  una  infusión 
continua  endovenosa.  A pesar  de  que  la  penici- 
lina es  una  droga  bactericida  y de  que  entra  al 
espacio  sub-aracnoideo,  la  mortalidad  de  menin- 
gitis pncumococcica  se  mantiene  alarmantemente 
alta.  Esto  se  presume  que  se  debe  a la  formación 
de  exudado  e hidrocéfalo.  Otras  medidas  tera- 
péuticas que  se  están  usando  incluyen  corticoeste- 
roides,  enzymos  proteolíticos  y penicilina  intra- 
raquídea. 

La  mayoría  de  los  enfermos  con  meningitis  pu- 


rulenta debidas  a organismos  gram  negativos  y 
gram  positivos  poco  usuales  reportadas  en  otros 
hospitales  padecían  también  de  enfermedades  neo- 
plásicas  y congénitas  subyacentes. 

Salvador  Badillo  Echevarria,  MD 


Carcinogenesis  in  the  Human  Urinary  Bladder 

(Carcinogenesis  en  la  Vejiga  Urinaria  Humana).  L. 
Koss,  M.  Melaned,  A.  Ricci,  W.  Melick  and  E. 
Kelly.  The  New  Eng.  Med.  Vol.  272  No.  15. 

En  el  1953  se  comprobó  que  una  substancia  quí- 
mica llamada  paraminodifenil  causaba  el  desarro- 
llo de  cáncer  en  la  vejiga  urinaria.  Los  autores 
presentan  los  estudios  hechos  a un  grupo  de  tra- 
bajadores que  fueron  expuestos  a este  agente. 

En  el  1960  diez  de  estas  personas  habían  desa- 
rrollado un  cáncer  urinario  y habían  veinte  y dos 
de  ellos  con  células  anormales  en  el  sedimento  uri- 
nario. En  esa  fecha  se  propuso  que  estos  veinte  y 
dos  pacientes  tenían  una  forma  de  cáncer  localiza- 
do que  no  se  podía  identificar  con  los  métodos 
usuales  y se  pronosticó  que  la  mayoría  desarro- 
llaría la  forma  clínica  eventualmente. 

Para  el  1964  en  once  de  estos  pacientes  se  había 
confirmado  definitivamente  la  presencia  de  cán- 
cer vesical;  y en  cinco  otros  el  sedimento  urina- 
rio continuaba  presentando  células  anormales  sin 
tener  evidencia  clínica  de  cáncer. 

Los  autores  concluyen  que  un  gran  porcenta- 
je de  los  individuos  que  presentan  sedimentos 
urinarios  con  células  anormales  o sospechosos, 
eventualmente  desarrollan  cáncer.  Creen  que  este 
proceso  puede  ser  sumamente  lento  y con  fre- 
cuencia pasar  varios  años  antes  de  aparecer  evi- 
dencia definitiva  del  tumor. 

Roberto  F.  Fortuno,  MD 


Survival  Data  of  Renal  Transplantations  in  Patients 

(Supervivencia  en  Pacientes  con  Trasplantes  Re- 
nales). B.  A.  Barnes.  The  New  Eng.  J.  Med.  Vol. 
272  No.  15. 

El  autor  tabula  la  supervivencia  de  más  de  500 
pacientes  que  recibieron  trasplantes  de  riñón 
humano  en  diferentes  centros  médicos  que  se 
especializan  en  esta  técnica. 
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Los  casos  los  separa  en  cinco  grupos,  de  acuerdo 


con  el 

donante,  como  sigue: 

Grupo 

Donante 

No.  de  casos 

A 

Padre  o Madre 

143 

B 

Hermano  o Gemelo 

dizigótico 

98 

C 

Esposo  o individuos 

no  consanguíneos 

79 

D 

Cadáveres 

142 

E 

Gemelo  monozigótico 

33 

TOTAL 

495 

El  estudio  demuestra  que  en  el  grupo  E la  su- 
pervivencia después  de  ocho  años  es  de  60%, 
siendo  éste  el  más  alto  reportado.  El  grupo  B se 
aproxima  bastante  con  58%  pero  la  mayoría  de 
casos  tenían  menos  de  2 años  de  operados.  En  los 
demás  casos  la  mortalidad  es  sumamente  alta  aun- 
que se  encuentran  supervivencia  de  algunos  casos 
hasta  dos  años  después  del  trasplante. 

Roberto  F.  Fortuñio,  MD 

Evaluation  of  Esophageal  Varices  in  Liver  Disease 
by  Splenic-Pulp  Manometry  Splenoportography, 
and  Esophagogastroscopy.^Er’fl/nacidn  de  las  Vá- 
rices Esofágicas  por  Mediación  de  la  presión  In- 
traesplenica,  Esplenoportografia  y Esofagogastros- 
copia).  L.  Greene,  M.D.,  H.  Weisberg,  M.D.,  IV.S. 
Rosenthal  M.D.,  P.A.  Douvres,  M.D.,  and  D.  Katz 

M. D.  Gastroenterology  Section,  Dept,  of  Medicine, 

N. Y.  Medical  College  Metropolitan  Hospital  Me- 
dical Center,  New  York,  N.  Y.  Amer.  J.  Digestive 
Diseases  Vol.  10  No.  4,  284-292,  April  1965. 

Los  autores  se  proponen  comunicar  la  relación 
existente  entre  la  presión  intraesplénica,  la  esple- 
noportografia y la  esófagogastroscopía  en  presen- 
cia de  várices  esofágicas  secundarias  a hepatopa- 
tías.  Fueron  estudiados  60  pacientes  mediante  es- 
tos tres  procedimientos  en  término  de  6 días.  Se 
utilizó  el  esofagoscopio  magnificado. 
RESULTADOS: 

I.  Esofagogastroscopía:  Se  visualizaron  las  vári- 
ces en  un  90%  de  los  casos.  De  20  pacientes 
que  estaban  sangrando  activamente  un  55% 
lo  hacían  debido  a várices  sangrantes. 

11.  Presión  Intraesplénica:  Variaba  entre  8—54 
cms  de  H20.  En  un  17%  de  los  casos  la  pre- 
sión era  menor  a 20  cms  de  H20.  6 de  los 
pacientes  con  presiones  entre  19—35  cms 
de  H20  no  presentaron  várices  por  endos- 


copía.  Tres  pacientes  que  sangraban  por 
las  várices  presentaron  presiones  por  deba- 
jo de  27  cms  de  H20. 

III.  Esplenoportografia:  Se  observó  circulación  co- 
lateral en  un  50%  de  los  casos.  Todos  los 
casos  con  circulación  colateral  presentaban 
várices  por  endoscopía.  De  40  casos  con  hi- 
pertensión intraesplénica  un  32.5%  no  pre- 
sentaban circulación  colateral  por  espleno- 
portografía. 

No  había  correlación  entre  el  tamaño  de  las 
várices  por  endoscopía  y la  hipertensión  intraes- 
plénica. De  los  casos  con  várices  esofágicas  8 san- 
graron debido  a otras  lesiones  gastrointestinales. 
El  estudio  demuestra  a pesar  de  otras  comunica- 
ciones la  falta  de  correlación  entre  las  tres  técnicas. 

Miguel  A.  Sarriera,  MD. 

Influence  of  Parathyroid  Extract  on  Gastric  Mu- 
cosal Contents  of  Mucus  (Acción  de  el  extracto  de 
paratiroides  sobre  el  contenido  mucinoso  de  la 
mucosa  gástrica).  Rene  Menguy  M.D.,  Department 
of  Surgery,  University  of  Kentucky,  Lexington, 
Kentucky.  Gastroenterology:  48:  342-49,  March  1965. 

La  razón  por  la  cual  los  pacientes  con  hiperpa- 
ratirodismo  tienen  una  incidencia  alta  de  úlcera 
péptica  es  desconocida.  No  se  ha  observado  hiper- 
acidez  gástrica  en  los  pacientes  con  hiperparatiro- 
idismo  y experimentos  en  el  perro  no  han  demos- 
trado hipersecreción  gástrica  al  administrárseles 
extracto  de  paratiroides. 

Los  autores  se  proponen  demostrar  si  el  extrac- 
to de  paratiroides  (PTE)  administrado  a ratas  en 
forma  experimental  aguda  altera  la  secreción  mu- 
cinosa del  estómago.  Las  ratas  fueron  divididas  en 
4 grupos  de  acuerdo  al  tratamiento: 

I.  Recibieron  inyecciones  diarias  de  solución  sa- 

lina. 

II.  Recibieron  inyecciones  diarias  de  PTE. 

III.  Recibieron  inyecciones  diarias  de  PTE  y cor- 

tisona. 

IV.  Recibieron  inyecciones  diarias  de  cortisona. 

El  tratamiento  duraba  3 días  y al  cabo  de  12 

horas  se  sacrificaba  el  animal,  procediéndose  al 
estudio  de  la  mucosa  gástrica.  Se  realizaron  de- 
terminaciones de  hexosamina,  ácido  siálico,  y gra- 
do de  calcificación  de  la  mucosa  gástrica.  Las 
proteínas  totales,  proteínas  totales  ligadas  a la 
hexosa  (glicoproteínas)  electrofóresis  de  proteínas 
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y glicoproteínas  y calcio  fueron  analizados  en  san- 
gre. 

La  secreción  mucinosa  (contenido  de  ácido  siá- 
lico y hexosamina)  aumentó  en  las  ratas  tratadas 
con  PTE.  La  cortisona  disminuía  la  secreción  mu- 
cinosa pero  al  dar  PTE  aumentaba  actuando  así 
como  defensa  contra  la  acción  de  la  cortisona.  El 


PTE  afectaba  el  Ca  sérico  en  las  ratas  con  metás- 
tasis cálcicas  gástricas,  pero,  si  se  administraba 
antes  de  que  ésta  se  calcificara,  los  niveles  séricos 
aumentaban.  Los  autores  concluyen  que  la  ulte- 
rior disminución  del  Ca  sérico  es  ocasionada  por 
una  disminución  en  la  capacidad  de  las  proteínas 
plasmáticas  para  ligar  el  Ca. 

Miguel  A.  Sarriera,  MD 
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Locales 

CARTAS  AL  EDITOR;  El  Boletín  aceptará 
para  publicación  cartas  de  sus  lectores  que  con- 
tengan comentarios  sobre  los  artículos  publica- 
dos o sobre  otros  asuntos  de  interés  para  la  pro- 
fesión. Estas  deberán  ser  breves  y estarán  sujetas 
a aprobación  por  la  Junta  Editora  y a alteracio- 
nes editoriales  igual  que  lo  es  todo  material  acep- 
tado para  publicación  en  el  Boletín. 

FOTOCOPIADORA  DE  LA  BIBLIOTECA  DE 
LA  ESCUELA  DE  MEDICINA.  La  Biblioteca  de 
la  Escuela  de  Medicina  ha  adquirido  una  fotoco- 
piadora  Xerox,  la  cual  está  disponible  para  foto- 
copiar  manuscritos,  bien  sea  de  libros  encuader- 
nados o revistas  científicas.  Se  cobrarán  10  centa- 
vos por  hoja  de  exposición  usada  a todos  aque- 
llos individuos  afiliados  a la  Escuela  de  Medicina, 
la  Escuela  Dental  y el  Centro  Médico.  Médicos  u 
otros  individuos  no  afiliados  a estas  instituciones 
pagarán  20  centavos  por  cada  hoja  de  exposición 
usada.  Este  servicio  estará  disponible  de  lunes  a 
viernes  de  8;00  A.M.  a 3:30  P.M. 

ASAMBLEA  ANUAL.  El  Comité  de  Programa- 
ción Científica  del  Consejo  Científico  desea  in- 
formar a la  matrícula  en  general  que  todos  aque- 
llos médicos  interesados  en  presentar  trabajos  du- 
rante la  Asamblea  Anual  de  noviembre  se  sirvan 
así  comunicárnoslo  con  anterioridad  al  15  de  ju- 
lio de  1965. 

Los  interesados  deben  enviar  el  título  de  la 
presentación,  los  autores  del  mismo  y una  corta 
reseña  del  tema  a discutirse. 

Como  en  años  anteriores,  las  presentaciones 
se  limitarán  estrictamente  a 20  minutos.  Será  re- 
quisito indispensable  que  los  autores,  antes  de  la 
fecha  de  la  presentación,  sometan  una  copia  ter- 
minada y corregida  a ser  considerada  por  la  Jun- 
ta Editora  del  Boletín  para  fines  de  publicación. 

ESCUELA  DE  RECORDS  MEDICOS.  El  De- 
partamento de  Medicina  Preventiva  y Salud  Pú- 


blica de  la  Escuela  de  Medicina  de  Puerto  Rico 
inició  en  agosto  de  1964  un  nuevo  programa  edu- 
cativo de  Ciencias  en  Récords  Médicos.  Este  pro- 
grama se  originó  en  Puerto  Rico  en  el  1952,  aus- 
piciado por  el  Departamento  de  Salud,  donde  fun- 
cionó hasta  1964  que  fue  transferido  al  Depto.  de 
Medicina  preventiva  y Salud  Pública  de  la  Es- 
cuela de  Medicina  de  Puerto  Rico. 

El  propósito  de  este  programa  es  el  adiestra- 
miento profesional  de  Bibliotecarios  de  Récords 
Médicos.  Este  profesional  rinde  una  labor  impor- 
tantísima dirigiendo  los  servicios  de  récords  mé- 
dicos en  los  hospitales  y otras  agencias  médico- 
hospitalarias.  Esta  profesión  es  relativamente  nue- 
va en  el  campo  de  la  medicina  y ofrece  amplio 
campo  de  trabajo  para  las  personas  que  gustan 
de  dedicar  sus  conocimientos  y destrezas  al  servi- 
cio de  la  Salud  Pública. 

Los  requisitos  mínimos  de  admisión  son  los  si- 
guientes: Poseer  el  grado  de  bachiller  de  una 
universidad  reconocida  y haber  aprobado  los  cursos 
de  Zoología  General.  Fisiología  Humana  y Anatomía 
Humana. 

La  Escuela  de  Récords  Médicos  está  acredita- 
da por  las  agencias  acreditadoras  de  este  tipo  de 
programa  educativo  — la  Asociación  Médica  Ame- 
ricana en  colaboración  con  la  Asociación  America- 
na de  Bibliotecarios  de  Récords  Médicos.  Los 
graduados  de  este  programa  son  elegibles  a coger 
el  examen  de  “Registration”  que  ofrece  la  Aso- 
ciación Americana  de  Bibliotecarios  de  Récords 
Médicos,  que  da  status  de  profesional  al  Biblio- 
tecario de  Récords  Médicos. 

Actualmente  hay  6 estudiantes  las  cuales  se 
graduarán  el  próximo  mes  de  julio;  4 de  éstas 
son  becadas  por  el  gobierno  municipal  de  San 
Juan  y 2 son  becadas  por  el  Departamento  de 
Salud  de  Puerto  Rico. 

El  programa  se  inicia  en  agosto  y se  extiende 
por  12  meses  cubriendo  los  siguientes  cursos:  Ter- 
minología Médica,  Fundamentos  en  Ciencias  Mé- 
dicas, Organización  y Administración,  Ciencias  en 
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Récords  Médicos,  Aspectos  Médico-Legales  del 
Récord  Médico,  Problemas  Administrativos  de 
Récords  Médicos  y Práctica  Supervisada.  En  la 
actualidad  los  cursos  se  ofrecen  sin  crédito  uni- 
versitario hasta  tanto  el  organismo  correspondiente 
de  la  Univeridad  de  Puerto  Rico  haga  la  deter- 
minación final  al  repecto. 

La  escuela  es  dirigida  por  la  Sra.  Olga  García, 
de  la  facultad  del  Departamento  de  Medicina  Pre- 
ventiva y Salud  Pública.  La  siguiente  facultad 
colabora  con  la  Sra.  García,  en  la  enseñanza  de 
las  estudiantes:  Dr.  Kennet  Ramírez,  Dr.  Manuel 
Rebuelta,  Sr.  Sigifredo  Martínez,  Lie.  Adelaida 
Souffront,  Sr.  Hiram  Yunqué  Martínez  y otros 
distinguidos  miembros  de  la  facultad  médica  del 
Hospital  de  Distrito  Universitario  y del  Depar- 
tamento de  Medicina  Preventiva  y Salud  Pública 
de  la  Escuela  de  Medicina  de  Puerto  Rico. 

Las  personas  interesadas  y que  reúnan  los  re- 
quisitos de  admisión,  pueden  pedir  más  informa- 
ción a la  siguiente  dirección:  Oficial  de  Admisio- 
nes, Departamento  de  Medicina  Preventiva  y Sa- 
lud Pública,  Escuela  de  Medicina,  San  Juan, 
Puerto  Rico. 

Sept.  18,  1965.  Sesión  Científica  Asociación  Puer- 
torriqueña del  Corazón. 

Oct.  15-16,  1965.  Asamblea  Anual  del  American 
College  of  Physicians,  en  el  edificio  de  la  Aso- 
ciación Médica  de  Puerto  Rico. 

Nov.  9-13.  Convención  Anual  de  la  Asociación 
Médica  de  Puerto  Rico,  en  el  Hotel  San  Jeró- 
nimo Hilton. 

Die.  2-5.  Asamblea  Anual  de  la  Sociedad  Médica 
del  Distrito  Sur  de  la  Asociación  Médica  de 
Puerto  Rico. 

Die.  7-8.  Speech  Training  Seminar,  Mayagyez, 
P.R.,  Mayagüez  Hilton  Hotel. 

Nacionales 

Sept.  20-24.  American  College  of  Physicians  Post- 
graduate Course  — Basic  Mechanism  in  Intern- 
al Medicine,  Richmond,  Va.  If  interested  write 
to:  American  College  of  Physicians  4200  Pine 
i Street  Philadelphia,  Pa.  19104. 

Sept.  20  to  Oct.  2,  1965.  Course  in  Laringology  and 
Bronchoesophagology.  The  Department  of  Oto- 
i laryngology.  College  of  Medicine  of  the  Univer- 
\ sity  of  Illinois  at  the  Medical  Center,  Chicago, 


will  conduct  a postgraduate  course  in  Laringol- 
ogy and  Bronchoesophagology.  This  course  is 
limited  to  fifteen  physicians,  and  will  be  under 
the  direction  of  Paul  H.  Hollinger,  M.D.  It  will 
be  held  at  the  new  Illinois  Eye  and  Ear  Infirm- 
ary, 1855  West  Taylor  Street,  Chicago.  Instruction 
will  be  provided  by  means  of  animal  demons- 
trations, and  practice  in  bronchoscopy  and  eso- 
phagoscopy,  diagnostic  and  surgical  clinics,  as 
well  as  didactic  lectures. 

Interested  registrants  will  please  write  direct- 
ly to  the  Department  of  Otolaryngology,  College 
of  Medicine  of  the  University  of  Illinois  at  the 
Medical  Center,  Post  office  Box  6998,  Chicago, 
Illinois  60680. 

CHEST  PHYSICIANS  RESIDENT  LOAN 
FUND.  The  American  College  of  Chest  Physi- 
cians offers  loans  to  resident  physicians  in  the 
United  States  and  Canada  to  assist  them  in  com- 
pleting their  residencies  in  cardiovascular  and 
pulmonary  diseases.  The  Resident  Loan  Fund  was 
established  by  the  Board  of  Regents  of  the  Col- 
lege. Acceptable  residents  may  borrow  up  to 
$3,000.00  at  3 per  cent  interest.  These  Loans  are 
available  to  both  medical  and  surgical  residents  in 
approved  hospitals. 

Application  forms  may  be  secured  by  writing 
to  the  Committee  on  Resident  Loan  Fund,  Amer- 
ican College  of  Chest  physicians,  112  East  Chesnut 
Street,  Chicago,  Illinois  60611. 

A NATIONAL  PROGRAM  TO  CONQUER 
HEART  DISEASE,  CANCER  AND  STROKE.  - 
VOLUME  II,  Report  by  the  President’s  Commis- 
sion on  Heart  Disease,  Cancer  and  Stroke.  The 
second  volume  of  the  report  of  the  President’s 
Commission  on  Heart  Disease,  Cancer  and  Stroke 
publishes  full  reports  of  the  subcommittees  and 
the  source  papers,  prepared  by  staff  members. 
This  material  is  based  on  testimony  of  expert 
witnesses  and  intense  study  of  the  literature.  It 
provides  guidelines  and  fresh  data  for  the  aims 
of  State  health  departments,  schools  of  the  health 
professions,  municipal  governments,  research  ins- 
titutions, hospitals,  foundations,  and  voluntary 
organizations.  The  papers  open  new  pathways  of 
research  and  health  practice.  In  addition  to  sub- 
committee reports  and  staff  papers  on  heart  dis- 
ease, cancer,  stroke,  research,  rehabilitation,  man- 
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power,  tomiminications,  and  facilities,  this  volume 
contains  a monumental  report  on  the  economic 
costs  of  cardiovascular  diseases  and  cancer  and  a 
summary  of  a conference  of  experts  on  the  econ- 
omics of  medical  research.  1965. 

656  p.  il. 

Catalog  No.  Pr  36.8;H35/P  94/vol.  2 

$3.00  per  copy. 

If  interested,  order  from: 

Superintendent  of  Documents 
Government  Printing  Office 
Washington,  D.  C.  20402. 

AD\'ICE  TO  AUTHORS:  The  American  Asso- 
ciation has  prepared  a guide  for  physicians  who 
plan  to  submit  manuscripts  to  any  of  the  Asso- 
ciation’s ten  specialty  journals.  This  guide  will 
help  you  a g^eat  deal  if  you  are  planning  to  sub- 
mit manuscripts  for  publication  in  practically  any 
scientific  medical  journal. 

If  you  are  interested  in  obtaining  a copy  of 
this  booklet  write  to: 

Junta  Editora 

Boletín  Asociación  Médica  de  Puerto  Rico 
Apartado  9111 

Santurce,  Puerto  Rico  00908. 

Oct.  11-15  Americal  College  of  Physicians  Post- 
graduate Course  — Morphologic  Biochemical 
and  Clinical  Aspects  of  Hepatic  Disease,  Chica- 
go, III. 

If  interested  write  to: 

American  College  of 
Physicians,  4,200  Pine 
Street,  Philadelphia,  Pa. -19104. 

Oct.  18-22.  American  College  of  Physicians  Post- 
graduate Course  — Rheumatic  Diseases  Pathol- 
ogy, Diagnosis  and  Treatment,  Boston,  Mass. 

If  interested  write  to: 

American  College  of  Physicians 
4200  Pine  Street 
Philadelphia,  Pa.  19104. 

Oct.  25-27.  American  College  of  Physicians  Post- 
graduate Course  — Molecular  Biology:  Its  Im- 
plications for  Modern  Medicine,  Chicago,  111. 

If  interested  write  to: 

American  College  of 
Physicians,  4200  Pine  Street, 

Philadelphia,  Pa.  19104. 


Nov.  1-5.  American  College  of  Physicians  Post- 
graduate Course  — Psychiatry  for  the  Internist, 
Denver,  Colorado. 

If  interested  write  to: 

American  College  of 
physicians,  4200  Pine  Street, 

Philadlphia,  Pa.  19104. 

Nov.  8-12.  American  College  of  Physicians  Post- 
graduate Course  — Review  of  Advances  in  In- 
• ternal  Medicine,  Brooklyn,  N.Y. 

If  interested  write  to: 

American  College  of 
Physicians,  4200  Pine  Street, 

Philadelphia,  Pa.  19104. 

Nov.  15-19.  American  College  of  Physicians  Post- 
graduate Course  — pathophysiological  Basis 
of  Therapeutics,  Lexington,  Ky. 

If  interested  write  to: 

American  College  of  Physicians 
4200  Pine  Street, 

Philadelphia,  Pa.  19104. 

Nov.  28,  1965.  The  Seventh  National  Conference 
on  the  Medical  Aspects  of  Sports,  sponsored  by 
the  American  Medical  Association  under  the 
auspices  of  the  AMA  Committee  on  the  Medical 
Aspects  of  Sports,  will  be  held  in  Philadelphia, 
Pennsylvania,  at  the  Benjamin  Franklin  Hotel. 

Those  interested  in  receiving  further  infor- 
mation concerning  the  Conference  should  ad- 
dress the  Secretary,  Committee  on  the  Medical 
Aspects  of  Sports,  American  Medical  Associa- 
tion 535  North  Dearborn  Street,  Chicago,  Illinois 
60610. 

Dec.  6-10.  American  College  of  Physicians  Post- 
graduate Course  — Psychiatry  for  the  Internist, 
Los  Angeles,  Calif. 

If  interested  write  to: 

American  College  of  Physicians 
4200  Pine  Street 
Philadelphia,  Pa.  1904 

Internacionales 

Sept.  5-9.  International  Congress  on  Rheumatic 
Diseases,  11th,  Buenos  Aires,  Argentina.  Dr.  A. 
Caruso,  Juncal  1875,  Planta  Baja,  Dept.  2,  Buenos 
Aires,  Argentina. 
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ScJjt.  5-10.  International  Congress  of  Neurology. 
8th,  Vienna,  Austria.  Congress  Secretariat,  Vienna 
Academy  of  Medicine,  4 Alserstr.,  Vienna  IX, 
Austria. 

Sept.  19-24.  World  Medical  Association,  XIXth  Ge- 
neral Assembly,  London,  England.  Dr.  H.  S.  Gear, 
10  Columbus  Circle,  New  York  19,  N.  Y.,  Sec’y- 
Gen. 

Sept.  20-28  Pan  Pacific  Surgical  Association  Hono- 
lulu, Hawaii.  Alexander  Young  Bldg.,  Room  236, 
Honolulu,  Hawaii. 

Sept.  22-28.  International  Congress  of  Radiology, 
11th,  Rome,  Italy.  Dr.  Arduino  Ratti,  Via  Mos- 
cova 44/1,  Milan,  Italy,  Sec’y-Gen. 


Sept.  27-30.  Middle  Eastern-Mediterranean  Pedia- 
tric Congress,  IV,  Athens,  Greece.  Professor  C. 
B.  Choremis,  Pediatric  Clinic  of  Athens  Univer- 
sity, and  Dr.  S.  G.  Hadjidakis,  Secretary,  29 
Stadiou  St.,  Athens  122,  Greece. 

Oct.  1-4,  1966.  International  College  of  Surgeons 
International  Biennial  Congress  will  be  held  on 
Mexico  City,  Mexico. 

Oct.  4-11,  1967  International  College  of  Surgeons, 
International  Biennial  Congress  will  be  held  on 
Tokyo,  Japan. 

Nov.  5-11,  International  Congress  of  Pediatrics,  Oh- 
kura  Hotel,  Tokyo,  Japan,  Dr.  Kenji  Nakamura, 
Dept,  of  Pediatrics,  University  of  Tokyo,  Moto- 
fujicho,  Bunkyoku,  Tokyo,  Japan,  Gen.  Sec’y. 


Instrucciones  para  los  Autores: 

El  Boletín  acepta  para  su  publicación 
artículos  relativos  a medicina  y cirugía  y las 
ciencias  afines.  Igualmente  acepta  artículos 
especiales  y correspondencia  que  pudiera  ser 
de  interés  general  para  la  profesión  médica. 

El  artículo,  si  se  aceptara,  será  con  la  con- 
dición de  que  se  publicará  únicamente  en  esta 
revista. 

Para  facilitar  la  labor  de  revisión  de  la 
Junta  Editora  y del  impresor,  se  requiere  de 
los  autores  que  sigan  las  siguientes  instruc- 
ciones: 

a)  Los  trabajos  deberán  estar  escritos  a 
máquina  a doble  espacio  y por  un  solo  lado  de 
cada  página,  en  duplicado  y con  amplio  mar- 
gen. 

b)  En  página  separada  debe  incluirse  lo 
siguiente:  título  (no  excediendo  de  80  letras  y 
espacios),  nombre  del  autor  (es),  institución 
y dirección  postal  del  autor. 

c)  Artículos  referentes  a resultados  de 
estudios  clínicos  o investigaciones  de  laborato- 
rio deben  organizarse  bajo  los  siguientes  en- 
cabezamientos: (1)  introducción,  (2)  material 
y métodos,  (3)  resultados,  (4)  discusión,  (5) 
resumen  (en  español  e inglés),  y (6)  refe- 
rencias. 

d)  Artículos  referentes  a estudios  de  casos 
aislados  deben  organizarse  en  la  siguiente  for- 
ma: (1)  introducción,  (2)  observaciones  del 
caso,  (3)  discusión,  (4)  resumen  (en  español 
e inglés),  (5)  referencias. 

e)  Las  tablas,  notas  al  calce  y leyendas 
deben  aparecer  en  hojas  separadas. 

f)  Si  un  artículo  ha  sido  leído  en  alguna 
i'eunión  o congreso,  así  debe  hacerse  constar 
como  una  nota  al  calce. 

g)  Deben  usarse  los  nombres  genéricos  de 
los  medicamentos.  Podrán  usarse  también  los 
nombres  comerciales,  entre  paréntesis,  si  así 
se  desea. 

h)  Se  usará  con  preferencia  el  sistema 
métrico  de  pesos  y medidas. 

i)  Las  fotografías  y microfotografías  se 


someterán  como  copias  en  papel  de  lustre  sin 
montar.  Los  dibujos  y gráficas  deben  prepa- 
rarse a tinta  negra  y en  papel  blanco.  Todas 
las  ilustraciones  deben  estar  numeradas  (nú- 
meros arábigos)  e indicar  la  parte  superior 
de  las  mismas.  Debe  escribirse  una  leyenda 
para  cada  ilustración. 

j )  Las  referencias  deben  ser  numeradas 
sucesivamente  de  acuerdo  con  su  aparición  en 
el  texto.  Los  siguientes  ejemplos  pueden  servir 
de  modelo: 

6.  Koppisch,  E.  Pathology  of  arterios- 
clerosis. Bol.  Asoc.  Med.  P.  Rico  46: 
505,  1954.  (artículo  de  revista). 

4.  Wintrohe,  M.  M.  Clinical  Hematology, 
3rd  Ed.  Lea  and  Febiger,  Philadel- 
phia, 1952,  p.  67.  (libro). 

Deben  usarse  solamente  las  abreviaturas  in- 
dicadas en  el  Cumulative  Index  Medicus  que 
publica  la  Asociación  Médica  Americana. 

Instructions  to  Authors: 

The  Boletín  will  accept  for  publication  con- 
tributions relating  to  the  various  areas  of  me- 
dicine surgery  and  allied  medical  sciences. 
Special  articles  and  correspondence  on  sub- 
jects of  general  interest  to  physicians  will  also 
be  accepted.  All  material  is  accepted  with  the 
understanding  that  it  is  to  be  published  solely 
in  this  journal. 

In  order  to  facilitate  review  of  the  article 
by  the  Editorial  Board  and  the  work  of  the 
printer,  the  authors  must  conform  with  the 
following  instructions: 

a)  The  entire  manuscript,  including  legends 
and  ref ei enees,  should  be  typewritten  double- 
spaced in  duplicate  with  ample  margins. 

b)  A separate  title  page  should  include  the 
following:  title  (not  to  exceed  80  characters 
and  spaces),  author’s  name  (s) ; institution, 
and  author’s  mailing  address. 

c)  Articles  reporting  the  results  of  clinical 
studies  or  laboratory  investigation  should  be 


organized  under  the  following  headings:  (1) 
introduction,  (2)  material  and  methods,  (3) 
results,  (4)  discussion,  (5)  summary  in  En- 
glish and  Spanish,  (6)  references. 

d)  Case  reports  will  include  (1)  introduc- 
tion, (2)  description  of  the  case,  (3)  discus- 
sion, (4)  summary  in  English  and  Spanish, 
(5)  references. 

e)  Tables,  footnotes  and  legends  to  figures 
should  appear  in  separate  sheets. 

f)  If  the  paper  has  been  presented  at  a 
meeting,  the  place  and  date  should  be  stated 
as  a footnote. 

g)  Generic  names  of  drugs  should  be  used. 
Trade  names  may  also  be  given  in  parenthe- 
sis, if  desired. 

h)  Metric  units  of  measurement  should  be 
used  preferentially. 


i)  Photographs  and  photomicrographs 
should  be  submitted  as  glossy  prints,  unmount- 
ed. Drawings  and  graphs  should  be  made  in 
black  ink  on  white  paper.  All  illustrations 
should  be  numbered  (Arabic)  and  the  top 
indicated.  A legend  should  be  given  for  each. 

j)  References  should  be  numbered  serially 
as  they  appear  in  the  text.  The  following  form 
will  be  used: 

6.  Koppisch,  E.  Pathology  of  arterios- 
clerosis. Bol.  Asoc.  Med.  P.  Rico  46: 
505,  1954.  (for  journal  articles). 

4.  Wintrobe,  M.  M.  Clinical  Hematology, 
3rd  Ed.  Lea  and  Febiger,  Philadel- 
phia, 1952,  p.  67,  (for  books). 
Abreviations  will  conform  to  those  used  in  the 
Cumulative  Index  Medicus,  published  by  the 
American  Medical  Association. 
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Why  do  74%  of  doctors  prefer 
evaporated  milk  for  formula  feeding? 

Proven  nutritional  lvalue! 

Readily  diluted  and  supplemented  for  the  infant’s  changing 
needs,  the  evaporated  milk  formula  fulfills  the  nutritional  re- 
quirements of  most  infants  from  birth  throughout  infancy.  A 
proven  history  of  successful  feeding  makes  evaporated  milk 
the  most  widely  used  form  of  milk  for  infant  feeding  today. 

Carnation’s  position  of  responsibility  and  leadership  in  the 
specialized  field  of  infant  feeding  is  important  in  the  choice 
of  formula  milks.  Carnation  is  the  preferred  brand  by  far 
for  infant  feeding  throughout  the  world. 


WORLD’S  LEADER  BY  FAR,  FOR  INFANT  FORMULA  FEEDING 


**from  Conienud  Cows** 


MILK 

’'•MMIN  D INCKEA^j 


• Permits  the  doctor  to  prescribe 
for  the  baby’s  changing  needs 

• Curd  tension  zero 

• Digestible,  uniform,  safe 

• Low  incidence  of  allergy 

• Simple  to  prepare 


Cuando  la  presión  sanguínea  aumenta^ 
el  Endurongl  la  normaliza. 


Un  enérgico  hipotensor  que  actúa  durante  24 


(Meticlotiacida  y deserpidina,  Abbott) 


ENDURÓN  y HARMONYL 

MARCAS  REGISTRADAS 


El  Enduronyl  combina  los  efectos  de  dos  agentes  hipo- 
tensores:  1)  Endurón,  diurético  tiacida  de  acción  prolonga- 
da, y 2)  Harmonyl,  derivado  de  la  rauwolfia  de  mínimos 
efectos  secundarios.  Producen  mayor  acción  hipotensora 
que  cuando  se  administran  separadamente. 

Generalmente  una  sola  toma  diaria  es  suficiente  para 
dominar  la  hipertensión,  obteniéndose  una  mejoría  consi- 
derable en  el  término  de  10  días.  En  las  siguientes  semanas 
tal  vez  continúe  disminuyendo  la  presión  arterial.  Asimismo, 
se  produce  una  constante  eliminación  del  exceso  de  sodio 
y agua.  El  tratamiento  con  una  sola  dosis  diaria  produce 
una  natruresis  tan  considerable  como  el  efecto  máximo 
producido  por  las  otras  tiacidas,  y además  es  más  fácil  que 
el  enfermo  siga  la  medicación. 

Por  otra  parte,  la  curva  de  excreción  de  potasio  solamente 
acusa  una  elevación  temporal  cada  24  horas,  y por  tanto, 
menos  pérdida  total  de  este  elemento,  lo  cual  disminuye 
el  peligro  de  hipopotasemia. 


Presentación:  El  Enduronyl  se  suministra  en 
tabletas  de  5 mg.  de  Endurón  y 0,25  mg.  de 
Harmonyl;  frascos  de  100  tabletas. 

El  Enduronyl  Forte  se  suministra  en  tabletas 
de  5 mg.  de  Endurón  y 0,5  mg.  de  Harmonyl; 
frascos  de  100  tabletas. 


ABBOTT  LABORATORIES  PUERTO  RICO,  INC. 

BOX  7278  BO.  OBRERO  STA.  • CALLE  CAYEY  ESQ.  WM.  JONES 
MARTIN  PEÑA-PARADA  • SANTURCE,  P.R. 


TRIPLE  ACCION  EN 


GASTROINTESTINALES 


• espasmolítico  • digestivo  • sedante 

Bardase’ 


EL  “AJUSTE”  DE  LOS 


COMPOSICION:  Cada  tableta  o cucharaclita  de  5 mi  de  BARDASE  contiene:  16  mg  de  fenobarbital 
(Advertencia  — puede  inducir  hábito),  0,1  mg  de  sulfato  de  hiosciamina,  0,007  mg  de  bromhidrato  de 
hioscina  (escopolamina),  0,02  mg  de  sulfato  de  atropina  y 160  mg  de  Taka-Diastasa®  (enzimas  de  Asper- 
gillus oryzae).  El  líquido  contiene  1 2 por  ciento  de  alcohol. 

INDICACIONES;  Colon  irritable,  colitis  ulcerosa,  úlcera  péptica  y espasmos  de  la  musculatura  lisa,  par- 
ticularmente de  los  aparatos  digestivo  y genitourinario. 

DOSIFICACION:  Una  o dos  tabletas  o cucharaditas  tres  veces  por  día.  La  dosis  puede  modificarse  segúi 
indicación  médica,  de  acuerdo  con  las  necesidades  del  paciente. 

PRECAUCIONES:  El  BARDASE  no  debe  administrarse  en  casos  de  glaucoma,  sensibilidad  a los  bar- 
bitúricos,  retención  gástrica  o afección  hepática  o renal  avanzada. 

EFECTOS  COLATERALES:  En  pacientes  sensibles  o en  casos  de  sobredosifi- 
cación pueden  ocurrir  algunos  efectos  colaterales  como  somnolencia,  visión  bo- 
rrosa, sequedad  de  boca  o de  la  piel,  fiebre  o dificultad  en  la  micción. 


Í’ARKE-DAVIS 

rn.sj 
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announcing  a new  SSP  antibiotic 
against  Staph-,  Strep-  and  Pneumococci 
a unique  molecular  structure 
a completely  different  chemical  entity 


lincomycin  hydrochloride  monohydrate 

Dosage  and  Administration:  Oral  - Adults:  mild  infection,  500  mg.  three  times  per  day;  severe  infection,  500  tng. 
or  more  four  times  per  day.  Children:  mild  infection,  30  mg. /kg. /day  (15  mg./lb./day)  in  three  or  four  equal  doses : 
severe  infection,  60  mg./kg./day  (30  mg./lb./day)  in  three  or  four  equal  doses.  Intramuscular  - Adults:  mild  infec- 
tion, 600  mg.  (2  cc.)  every  24  hours;  severe  infection,  600  mg.  (2  cc.)  every  12  hours  or  oftener.  Children;  mild 
infection,  10  mg./kg.  (5  mg./lb.)  every  24  hours;  severe  infection,  10  mg. /kg.  (5  mg. /lb.)  every  12  hours  or  oftener. 
Intravenous  - Adults:  600  mg.  (2  cc.)  every  8 to  12  hours.  To  admi  nister,  adddrugto  250  cc.ormoreof  5%  glucose 
in  water  or  normal  saline  and  give  as  an  infusion.  Children;  10  to  20  mg./kg./day  (5  to  10  mg./lb./day)  in  two  or 
three  doses  at  8 to  12  hour  intervals.  Administer  as  an  infusion.  Increase  dose  for  more  serious  infections.  In 
^-hemolytic  streptococcal  infections  continue  treatment  for  at  least  ten  days  to  diminish  likelihood  of  subsequent 
rheumatic  fever  or  glomerulonephritis.  Contraindications:  Patients  previously  found  hypersensitive  to  drug: 
patients  with  known  pre-existing  monilial  infections;  and.  until  further  clinical  experience  is  obtained,  the  new- 
born. Precautions:  Use  of  antibiotics  occasionally  causes  overgrowth  of  nonsusceptible  organisms.  If  superinfec- 
tions occur,  take  appropriate  measures.  Although  no  direct  relationship  of  the  drug  to  liver  disease  has  been  es- 
tablished, patients  receiving  treatment  for  longer  than  one  or  two  weeks  should  have  liver  function  tests  performed. 
No  cases  of  irreversible  toxicity  to  the  hematopoietic  system  and  only  a few  cases  of  neutropenia  and/or  leukopenia 
have  been  reported ; however,  it  is  recommended  that  blood  counts  be  obtained  early  in  course  of  therapy.  Although 
safety  for  use  in  pregnancy  has  not  been  established,  clinical  studies  have  shown  no  evidence  of  ill  effects  in  mother 
or  fetus.  Due  to  lack  of  adequate  clinical  data,  use  in  patients  with  pre-existing  kidney,  liver,  endocrine  or  metabolic 
diseases  not  recommended  unless  special  clinical  circumstances  so  indicate.  Efficacy  in  rheumatic  fever  not  es- 
tablished. Side  Effects:  Loose  stools  or  diarrhea  (observed  almost  exclusively  in  patients  on  oral  therapy),  nausea, 
vomiting,  abdominal  cramps,  skin  rash,  rectal  irritation,  vaginitis,  urticaria,  and  itching.  One  case  of  possibly  drug- 
related  jaundice,  which  cleared  when  treatment  was  discontinued,  has  occurred.  Supplied:  500  mg.  capsules  in 
packages  of  24  and  100;  2 cc.  vials  - each  cc.  of  sterile  solution  contains  lincomycin  hydrochloride  monohydrate 
equiv.  to  lincomycin  base,  300  mg.;  also  9 mg.  benzyl  alcohol  and  water  for  injection,  q.s. 

UPJOHN  INTER-AMERICAN  CORPORATION  / PUERTO  RICO  BRANCH/RIO  PIEDRAS 


Upjohn 


to  free  the  asthmatic  patien 
distressing  symptoms 


Celestone 

(betamethasoneMf) 


rom 


CLINICAL  CONSIDERATIONS.  Indications:  Celestone 
(betamethasone,  Schering)  is  indicated  in  the  manage- 
ment of  various  allergic,  dermatologic,  ocular,  rheu- 
matic and  other  conditions  known  to  be  responsive  to 
corticosteroid  therapy. 

Dosage  and  Administration:  The  dosage  of  Celestone 
(betamethasone)  must  be  adjusted  to  individual  patient 
requirements:  i.e..  severity  of  the  condition,  anticipated 
duration  of  therapy,  tolerance  to  the  steroid  and  re- 
sponse obtained  The  lowest  effective  dose  should  be 
employed.  When  corticosteroid  therapy  is  no  longer 
required,  the  dosage  of  this  drug  should  be  reduced 
gradually  and  then  discontinued.  Withdrawal  of  therapy 
should  be  gradual.  Package  literature  should  be  con- 
sulted for  detailed  dosage  schedules. 

Precautions:  Although  Celestone  (betamethasone)  dif- 
fers significantly  in  potency  and  electrolyte  effects,  it 
'S  a corticosteroid  and  hence  is  potentially  capable  of 
causing  any  of  the  reported  side  effects  of  other  such 
compounds  As  with  other  corticosteroids,  recurrence 


of  complications  of  peptic  ulcer  may  occur  during 
therapy  with  this  drug.  Package  literature  should  be 
consulted  for  details. 


Contraindications:  Active,  questionably  healed,  or  sus- 
pected tuberculosis  and  herpes  simplex  of  the  eye  are 
absolute  contraindications.  Discretion  should  be  used 
in  administering  Celestone  (betamethasone)  to  preg- 
nant patients  particularly  during  the  early  months. 

Use  of  this  corticosteroid  in  the  controlled  diabetic 
patient  should  be  closely  observed.  In  individuals  ex- 
posed to.  or  in  the  active  phase  of.  exanthematous  dis- 
ease. it  may  be  desirable  to  disconlin-ue  all  corticos- 
teroid therapy. 

For  complete  product  details,  consult  Schering  lit- 
erature available  from  your  Schering  representative,  or 
Medical  Services  Department,  Schering  Corporation, 
Union,  New  Jersey. 


Packaging:  Bottles  of  30,  100,  1000  Tablets 
of  0.6  mg.  each. 

SCHERING  CORPORATION  U S A. 


A 


MON. 


TUES, 


WED. 


THUR. 


WHY DOES ONE 
ANTIBIOTIC  GIVE  UP 
TO^EXTRA  DAYS’ 
ACTIVITY? 


Because  it  is  more  resistant  to  disintegration,  has  a lower  renal  clearance  rate  than  earlier 
tetracyclines'  ...a  favorable  depot  effect  resulting  from  protein  binding  and  greater  mg. 
potency .. .all  giving  higher,  sustained  in  vivo  activity  which  continues  long  after  the 
last  dose.  g, 

BECIX)MY(3IN 

DEMETHYLCHIflliXETKACyCUNUHCI 


Effective  in  a wide  range  of  everyday  infections  — respiratory,  urinary  tract  and  others  — in  the  young  and  aged  — the 
acutely  or  chronically  ill— when  the  offending  organisms  are  tetracycline-sensitive. 

Side  Effects  typical  of  tetracyclines  which  may  occur;  glossitis,  stomatitis,  proctitis,  nausea,  diarrhea,  vaginitis,  derma- 
titis, overgrowth  of  nonsusceptible  organisms.  Also;  photodynamic  reaction  (making  avoidance  of  direct  sunlight  advis- 
able) and.  very  rarely,  anaphylactoid  reaction.  Reduce  dosage  in  ¡mpai''ed  renal  function.  The  possibility  of  tooth 
discoloration  during  development  should  be  considered  in  administering  any  tetracycline  in  the  last  trimester  of  preg- 
nancy, in  the  neonatal  period,  and  in  early  childhood.  Capsules,  150  mg.  and  75  mg.  of  demethylchlortetracyctine  HCI. 
Average  Adult  Daily  Dosage:  150  mg.  q.i.d.  or  300  mg  b i d.  1.  Kunin.  C.  M.;  Dornbush,  A.  C.,  and  Finland.  M.:  Distribu- 
tion and  Excretion  of  Four  Tetracycline  Analogues  in  Normal  Young  Men.  J.  Clin.  Invest.  38;1950  (Nov.)  1959. 


LEDERLE  LABORATORIES 


A Division  of  AMERICAN  CYANAMID  COMPANY.  Pearl  River.  New  York 


CYANAMID  BORINQUEN  CORPORATION 
Cederle  Laboratories  Dept. 

Santurce,  P.  R. 


NegGram  (brand  of  nalidixic  acid)  is  a NEW 

VVINTHROP  announces  a systemic  antibacterial  agent  that  is  effective 

totally  new  when  taken  orally. 

synthetic  antibacterial  ..... 

It  IS  primarily  active  against  gram-negative 

bacteria. 

With  NegGram  (brand  of  nalidixic  acid), 
adjustment  of  urine  pH  is  unnecessary. 


NegGram 

brandof  - 

nalidixic  acid 


has  an  unusual  antibacterial  spectrum: 


0 


COOH 


AGAINST  GRAM-NEGATIVE  BACTERIA 
Proteus,  Escherichia,  Aerobacter,  Klebsiella,  Shigella, 
Neisseria,  Brucella,  Pasteurella,  Hemophilus  (usually 
highly  sensitive) 


Pseudomonas,  Salmonella  (vary  in  sensitivity) 


AGAINST  GRAM-POSITIVE  BACTERIA 

Usually  not  sensitive  in  vitro,  or  only  at  high  concentration, 

but  favorable  clinical  results  have  been  observed. 


is  unique  chemically: 

A naphthyridine  derivative  that  is  unrelated  to  sulfonamides, 
antibiotics  or  nitrofurazones 


has  outstanding  pharmacologic  advantages: 

High  anti-infective  efficacy 

Rapid  absorption  from  the  gastrointestinal  tract 

High  excretion  in  the  urine 

Good  tolerance 

Compatibility  with  other  anti-infectives 
Freedom  from  bacterial  cross  resistance 
Effectiveness  even  in  persons  with  impaired  renal  function 


is  truly  a one  shot  measles  vaccine. 


An  efficacy  rate  of  99X  has  been  demonstrated  with  Schwarz  Strain  live  measles  vaccine  (Lirugen).  In  recent  clinical  trials, 
Lirugen  was  administered  without  gamma  globulin  to  approximately  13,000  children.  In  1,405  of  these  children  tested  serologi- 
cally, a conversion  rate  of  99%  was  reported.  Close  medical  follow-up  of  inoculated  children  and  controls  showed  no  significant 
differences  between  mean  maximum  temperatures  in  the  two  groups.  The  incidence  of  high  fever  (103°F  and  above,  rectally) 
attributable  to  the  vaccine  could  be  calculated  at  less  than  1%,  and  the  occurrence  of  mild,  transient  rash  at  less  than  3%. 
Lirugen  is  the  most  highly  attenuated,  but  fully  antigenic,  live  measles  vaccine.  Additional  special  passages  of  the  original 
Edmonston  Strain  by  Schwarz  resulted  in  further  attenuation  which  reduces  systemic  reactions  so  effectively  that  the  use  of 
gamma  globulin  with  Lirugen  is  not  needed. 

Contraindications:  Pregnancy;  leukemia,  lymphoma  and  other  generalized  malignancies;  brain  damage  in  children  under  one 
year  of  age;  febrile  illness;  allergy  to  egg  proteins,  neomycin,  or  streptomycin.  Precautions:  Use  cautiously  in  patients  with 
a history  of  tuberculosis  and  patients  being  treated  with  steroids,  irradiation,  alkylating  agents,  and  antimetabolites.  Consult 
package  literature  before  administering  Lirugen. 

Raftr^nces:  4.  Measles  Vaccines:  W.H.O.  Technical  Report  Series  No.  7.  Krugman,  $.  et  al.:  J.  Pediatrics.  M:  471-488.  1966. 

1.  Schwarz.  A.J.F.:  Amer.  J.  Dis.  Child..  103: 386-389,  1962.  263, 1963.  t.  Artdelman,  S.  L.  etal.:  Scientific  eihibit  at  annual  meet- 

Z.  Krugman.  S.  et  al.:  Pediatrics.  31: 919-928.  1962.  S.  Schwarz,  A.J.F.:  Annales  Paediatric!,  202;  241-253.  1964.  ing  of  The  American  Academy  of  Pediatrics.  1964. 

3.  Andelman.  S.  L et  al.;  J.A.M.A..  1M:  721-723, 1963.  0.  Morley,  0.  C.  et  al.;  Bull.  W.H.O.,  30:  733-739.  1964. 

PITMAN-MOORE  Division  of  The  Dow  Chemical  Company,  Indianapolis, 


SMITH  KLINE  & FRENCH  AL  SERVICIO  DEL  MEDICO 


Entre  otros,  SK&F  presta  al  médico  los  servicios  siguientes: 

9^^  Suministro  de  las  especialidades  de  SK&F.  En  cualquier  momento  que  desee 
obtener  algunas  de  las  especialidades  de  SK&F — bien  para  su  uso  personal  o 
para  llevar  a cabo  ensayos  clínicos — basta  con  referir  su  solicitud  a nuestras 
oficinas  o por  medio  del  representante  de  SK&F  que  lo  visita. 


Material  de  SK&F  para  la  educación  de  la  salud  mental.  En  cooperación  con 
profesionales  y otros  grupos  de  personas,  SK&F  distribuye  una  gran  cantidad  de 
material  educativo  a la  vez  que  coordina  y contribuye  al  sostenimiento  de 
proyectos  especiales  para  el  cuidado  de  la  salud  mental. 


9^r*  Conferencias  clinicopatológicas  grabadas  en  cinta  magnética.  Se  trata  de 
cuatro  conferencias  (2  sobre  enfermedades  cardiovasculares,  1 sobre  gastro- 
enterología  y 1 sobre  medicina  general)  patrocinadas  por  SK&F  y que  tuvieron 
lugar  entre  un  grupo  de  distinguidos  científicos  ingleses  y otro  de  los  E.  U.  de  A., 
habiéndose  discutido  y expuesto  en  el  curso  de  las  mismas  diversos  criterios 
al  respecto. 


9^^  Películas  sobre  temas  médicos.  SK&F  ofrece  más  de  30  películas  sonoras  de 
16  mm.,  de  interés  para  el  médico.  Pueden  obtenerse  sin  costo  alguno,  a condición 
de  devolverla  en  un  plazo  fijado,  haciendo  su  solicitud  a nuestras  oficinas.  Un 
catálogo  de  36  páginas  (en  inglés),  que  se  envía  gratis  a solicitud  del  médico, 
describe  estas  películas  así  como  otros  servicios. 


9^^  Cuadros  gráficos,  folletos  y otras  publicaciones  (en  inglés):  Apgar  Scoring  Charts 
—para  la  determinación  del  estado  del  recién  nacido;  Comulíant— una  revista  para 
médicos;  Cuadros  gráficos  sobre  masaje  cardíaco  externo,  para  colgar  en  la  pared; 
Librito  manuable  con  datos  de  utilidad  clínica  y otros. 

Para  una  información  detallada,  sobre  éstos  y otros  servicios,  diríjase  a; 

SMITH  KLINE  & FRENCH  Inter-American  Corporation 

Paseo  de  Covadonga  #52,  San  Juan 


tViMtSPR 


¡Un  lugar  de  honor  para  nuestra  clase  medica! 


MEDICAL  CENTER  PLAZA 

Aquí  está  y no  es  un  sueño  sino  una  realidad.  Pronto  estará  terminado  y 
será  el  orgullo  de  los  que  lo  ocupen  . . . nuestros  devotos  médicos  (y 
aquéllos  relacionados  con  ellos). 

Localizado  en  la  Carretera  #21,  adyacente  al  Centro  Médico  de  Puerto  Rico 
y al  nuevo  Hospital  de  Veteranos. 


Este  proyecto  de  edifi- 
caciones múltiples  con- 
sistirá de  2 edificios 
residenciales  (1,  2 y 3 
habitaciones)  con  estufa 
eléctrica,  refrigerador, 
calentador  de  agua  y 
gabinetes  de  cocina. 


Cada  uno  con  10,000 
pies  cuadrados  de  es- 
pacio comercial  en  el 
primer  piso. 

Un  edificio  de  oficinas 
para  profesionales  con 
un  área  comercial  de 


6,000  p/c  en  el  primer 
piso  y 50,000  p/c  para 
oficinas. 

Facilidades  recreativas 
y de  estacionamiento, 
conserjes,  vestíbulos  y 
Centro  Cultural. 


Auspicíadores:  Medical  Center  Apartments,  Inc.  Para  más  información 
en  cuanto  a rentas  favor  de  enviar  cupón  a; 


Señores:  i 

Sin  obligación  alguna,  favor  de  enviarme  el  ■ 

folleto  del  proyecto  de  ¡ 

MEDICAL  CENTER  PLAZA  ■ 

Nombre \ 

Dirección Tel. i 

Profesión,  ocupación  o relación  con  la  medi-  • 

ciña.  I 

□ Estoy  interesado  en  facilidades  profesión-  ■ 

ales.  ■ 

□ Comerciales  □ Residenciales  ■ 
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cuando  la  infección  es  alarmante 
. . . y los  análisis  de  laboratorio  no  han  llegado  aun 


Kefliri 

(Cefalotina,  Lilly) 

para  el  tratamiento  antibiótico  inicial 

• Bactericida 

• Amplio  espectro 

• No  exhibe  resistencia  cruzada 

• Muy  bien  tolerado, 
aun  en  los  casos  de 
insuficiencia  renal 


El  Keflin,  un  antibiótico  bactericida  de  amplio  espectro 
para  administración  parenteral,  es  la  sal  sódica  del 
ácido  7-(tiofeno-2-acetamido)  cefalotporánico.  Con- 
traindicación: Hipersensibilidad  al  producto.  Reac- 
ciones secundarias  y precauciones:  Un  investigador 
informó  acerca  de  tres  casos  de  neutropenia.  En  todos 
los  casos  el  recuento  leucocitario  se  normalizó  después 
que  el  Keflin  fue  suspendido.  Las  manifestaciones  alér- 
gicas, tales  como  erupción  maculopapulosa  y urticaria, 
han  sido  infrecuentes  y ocasionalmente  algún  paciente 
ha  presentado  un  número  elevado  de  eosinófilos.  No  ha 
habido  informes  de  alergia  cruzada  con  otros  anti- 
bióticos; sin  embargo,  al  igual  que  todos  los  antibióticos, 
el  Keflin  debe  ser  administrado  con  precaución  a los 
pacientes  que  han  demostrado  padecer  alguna  forma 
de  alergia.  Algunos  pacientes  experimentan  dolor 

ELI 


después  de  la  inyección  intramuscular.  La  dosis  de 
0.5  g es  bien  tolerada,  pero  las  dosis  de  1 g producen 
dolor  en  todos  los  pacientes.  Se  recalca  la  necesidad  de 
administrar  inyecciones  intramusculares  profundas,  ya 
que  se  ha  informado  de  abscesos  e.stériles  consecutivos 
a la  administración  de  la  dosis  de  1 g por  vía  subcu- 
tánea. La  administración  de  dosis  mayores  de  6 g al 
día  por  venoclisis  continua  gota  a gota  durante  más  de 
tres  días  puede  ir  acompañada  de  tromboflebitis  y tal 
vez  sea  necesario  alternar  de  vena.  Todavía  no  se  ha 
determinado  si  su  administración  durante  el  embarazo 
es  inocua.  Posología  usual:  Adultos — 0.5  a 1 g cada 
cuatro  a seis  horas  por  vía  intramuscular  o intravenosa. 
Lactantes  y niños — 40  a 80  mg  por  kg  de  peso  al  día 
por  vía  intramuscular,  en  dosis  fraccionadas.  Presen- 
tación: En  frascos  de  10  mi  (1  g). 

LILLY  S.  A.  {PUERTO  RICO  BRANCH) 

Información  adicional  a solicitud  de  los  médicos. 


ACUTE  MANSON’S  SCHISTOSOMIASIS 


Zoilo  Roberto  Sotomayor,  M.D. 
Rafael  Correa  Coronas,  M.D. 
Francisco  Ramos  Morales,  M.D. 


Shistosomiasis  is  a systemic  parasitic 
infection  acquired  by  bathing,  wading  or 
' washing  in  streams  and  rivers  infected  with 
i the  schistosome  cercariae.  The  cercariae 
penetrate  the  skin,  migrate  through  the 
lymphatic  and  venous  streams  to  the  lungs 
and  through  the  left  side  of  the  heart  from 
where  they  enter  the  general  circulation. 
Those  reaching  the  portal  veins  mature  either 
i into  male  or  female  adult  worms.  They  move 
{ against  the  portal  current  into  the  mesenteric, 
> colonic  and  hemorrhoidal  vessels  where  they 
( copulate.  After  fertilization,  the  female  wonn 
i migrates  further  into  the  smaller  branches  of 
) these  vessels  where  they  start  oviposition. 
< Some  of  the  ovae  penetrate  the  intestinal 
. mucosa  passing  into  the  lumen,  while  others 
are  carried  by  the  portal  venous  flow. 

In  most  persons  the  period  of  infection 
and  the  initial  course  of  the  disease  is  asymp- 
tomatic. In  a few,  several  weeks  after  the 
initial  infection,  there  might  be  an  acute 
febrile  illness  associated  with  diarrhea,  gener- 
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alized  lymphadenopathy  and  hepatic  and 
splenic  enlargement.  This  clinical  syndrome 
is  known  as  acute  schistosomiasis.  As  this  is 
a transitory  event  in  the  natural  history  of 
the  disease,  frequently  it  is  not  diagnosed 
and  it  might  not  even  be  observed  by  the 
physician.  In  the  last  fifteen  years  we  have 
observed  twenty  one  cases  of  acute  schistoso- 
miasis. 

Material  and  Results 

Twenty  one  patients  with  acute  Manson’s 
schistosomiasis  hav'e  been  observed.  All  of 
them  were  males,  whose  age  ranged  from  7 
to  18  years.  Thirteen  cases  were  from  age 
12  to  14,  four  under  12,  and  four  over  14. 
(Table  I) 

They  all  gave  a history  of  one  or  more 
consecutive  exposures  to  contaminated  water. 
None  of  them  had  previous  exposures  and 
none  developed  cutaneous  manifestations  at 
the  time  of  exposure.  The  exposure  time  rang- 
ed from  minutes  to  several  hours  at  a time. 
There  was  no  correlation  of  clinical  man- 
ifestations and  exposure  times.  The  interval 
between  the  initial  exposure  and  the  develop- 
ment of  symptoms  (incubation  period)  rang- 
ed from  17  to  60  days.  There  were  sixteen 
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TABLE  I:  AGE  DISTRIBUTION  IN  TWENTY- 
ONE  CASES  OF  ACUTE  MANSON'S 
SCHISTOSOMIASIS 


Age 

(Yrs.) 

No.  of 

Cases 

7 

1 

9 

2 

10 

1 

12 

6 

13 

4 

14 

3 

15 

1 

16 

2 

18 

1 

cases  in  which  the  incubation  period  was 
between  twenty  one  and  thirty  days,  the 
majority  being  around  four  weeks.  (Table  II) 

TABLE  II:  INCUBATION  PERIOD  IN  DAYS 
IN  ACUTE  MANSON'S  SCHISTOSOMIASIS 


Days 

No.  of  Cases 

16-20 

1 

21-25 

5 

26-30 

11 

31-35 

0 

36-40 

1 

41  -45 

1 

46-50 

0 

51-55 

0 

56-60 

2 

In  most  instances  this  period  of  incubation 
was  asymptomatic.  There  were  three  cases  in 
which  a slight,  transitory,  dry  cough  ap- 
peared prior  to  the  onset  of  the  more  severe 
clinical  symptomatology. 

The  onset  of  the  symptomatology  was 
either  insidious  or  acute.  In  the  acute  onset 
the  appearance  of  fever  coincided  with  the 
appearance  of  abdominal  pains,  diarrhea,  j 
headache,  and  slight  cough.  In  the  insidious  I 
onset  there  was  a variable  period  from  hours  I 
to  days  of  weakness,  malaise,  loss  of  pep,  ] 
and  anorexia,  which  was  followed  by  fever. 
The  fever  usually  preceeded  the  appearance 
of  diarrhea.  These  symptoms  and  their  fre- 
quency of  occurrence  in  21  cases  of  acute 
Manson’s  schistosomiasis  are  depicted  in 
Table  III.  Fever,  the  main  parameter  in 
delimiting  this  clinical  syndrome  associated 
with  Manson’s  schistosomiasis,  was  present 
in  all  cases.  The  duration  of  fever  ranged 
from  13  to  74  days.  The  height  of  fever  was 
variable,  at  times  reaching  40°C.  The  pattern 
of  the  temperature  curve  was  also  variable. 
At  times  daily  spiking  fever  occurring  most 


TABLE  III:  SYMPTOMS  IN  ACUTE 
MANSON'S  SCHISTOSOMIASIS 


No.  of  Cases 

% 

Fever 

21 

100 

Abdominal  pain 

19 

91 

Diarrhea 

18 

86 

Weakness 

17 

81 

Weight  loss 

17 

81 

Cough 

16 

76 

Anorexia 

15 

71 

Headache 

11 

52 
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often  in  the  afternoon  and  evening  occurred. 
The  increase  of  temperature  was  associated 
with  chilly  sensations  and  defervescence  was 
often  accompanied  by  profuse  diaphoresis.  An 
irregular  pattern  of  low  grade  fever  was 
seen  in  some  cases.  As  a general  rule,  the 
fever  was  higher  during  the  first  days  of  its 
appearance  and  more  irregular  in  pattern 
and  severity  afterwards.  There  could  be  days 
\vithout  ffiver  which  were  followed  by  other 
days  with  low  grade  irregular  temperatures 
lasting  from  one  to  six  days.  Abdominal  pain 
was  present  in  all  but  two  cases.  Most  of 
the  time  the  abdominal  pain  was  associated 
with  diarrhea.  The  crampy  pain  preceeded 
the  bowel  movements  and  was  relieved  by  it. 
In  some  instances  the  crampy  abdominal 
pain  was  precipitated  by  the  ingestion  of 
food.  Anorexia  was  usually  present  during 
the  febrile  phase.  Weakness  and  weight  loss 
were  present  in  seventeen  cases.  The  weight 
loss  ranged  from  9 to  18  pounds  during  the 
acute  phase.  During  recovery  the  appetite 
increased  and  the  patient  gained  weight 
again. 

The  most  prominent  physical  findings  in 
acute  Manson’s  schistosomiasis  were  hepato- 
megaly, splenomegaly,  lymphadenopathy  and 
puffiness  of  the  eyelids.  (Table  IV). 


TABLE  IV:  PHYSICAL  FINDINGS  IN 
TWENTY-ONE  CASES  OF  ACUTE 
MANSON'S  SCHISTOSOMIASIS 


No. 

% 

Hepatomegaly 

20 

95 

Lymphadenopathy 

16 

76 

Splenomegaly 

14 

67 

Puffiness  of  eyelids 

5 

24 

Hepatic  enlargement  was  present  in  all 
but  one  case.  The  liver  could  be  felt  from 
1 to  7 cm.  below  the  right  costal  border, 
most  often  from  2 to  4 cm.  It  was  usually 
of  normal  consistency  with  smooth  borders 
and  surface  and  in  eight  cases  it  was  tender 
on  palpation.  Splenic  enlargement  was  pre- 
sent in  two  thirds  of  the  cases.  Usually  the 
spleen  presented  1 to  2 cms.  below  the  left 
costal  margin  and  it  was  smooth  and  soft. 
Generalized  lymphatic  nodes  usually  were 
from  1 to  2 cms.  in  diameter  and  soft  and 
non  tender.  Puffiness  around  the  eyelids  was 
seen  in  five  cases.  It  gradually  subsided  with 
defervescence. 

Hematologic  studies  revealed  that  the  he- 
moglobin values  ranged  from  8.7  to  13.8 
gms.  Six  cases  had  hemoglobin  values  of  less 
than  10  gms.,  nine  cases  from  10  to  12,  and 
six  cases  from  12.1  to  13.8  gm.  Multiple 
white  blood  counts  performed  in  these  twen- 
ty one  cases  ranged  from  4,700  up  to  93,000 
white  blood  cells  per  cubic  millimeter.  Using 
the  highest  count  on  each  patient  it  is  found 
that  one  patient  never  had  a count  over 
10,000  white  cells  per  cubic  millimeter, 
fifteen  cases  had  white  counts  between  10 
and  20  thousands,  and  three  patients  had 
counts  between  21  and  25,000.  The  remain- 
ing patient  had  the  highest  white  count  of 
93,000.  The  most  remarkable  finding  was  the 
presence  of  an  eosinophilic  leukocytosis.  The 
percentage  of  eosinophils  obtained  from  the 
highest  white  blood  count  recorded,  ranged 
from  14  to  30%  in  three  instances,  from  31 
to  50%  in  nine,  and  from  51  to  70%  in 
eight.  An  exceptional  case  had  93%  eosino- 
phils from  the  total  of  93,000  white  blood 
cells.  The  platelet  count  was  normal  and  the 
sedimentation  rate  was  elevated  ranging  from 
11  to  38  millimeters  per  hour.  (Wintrobe) 
(table  V). 
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TABLE  V:  HEMOGRAM  IN  ACUTE 
MANSON'S  SCHISTOSOMIASIS 


Range 

Hemoglobin  - Gm  % 

8.7-13.8 

White  Blood  Count 

4,700  - 93,000 

Eosinophil  (%) 

14-93 

Platelet  (per  1,000) 

230  - 478 

Sedimentation  Rate  (mm) 

11-38 

Elevated  serum  globulins  were  present  in 
18  of  the  21  cases.  On  paper  electrophoresis 
the  main  fraction  found  to  be  elevated  was 
the  gamma  globulins.  This  elevation  of  gam- 
ma globulin  might  persist  for  years.  An 
abnormal  cephalincholesterol  flocculation  test 
was  present  in  19  cases,  and  a high  thymol 
turbidity  in  eleven.  Though  these  findings 
are  transitory,  abnormal  cephalin  flocculation 
often  persisted  for  months.  An  abnormal 
bromsulphalein  retention  test  was  observed 
in  three  instances.  The  retention  of  the  dye 
m forty  five  minutes  was  as  high  as  36%. 
This  could  in  part  be  explained  by  the  pres- 
ence of  fever.  Elevation  of  prothrombin 
time  was  seen  in  two  cases.  The  highest 
elevation  was  26  seconds  as  compared  to  the 
Control  time  of  15.  Serum  glutamic  oxalacetic 
transaminase,  serum  glutamic  pyruvic  tran- 
saminase as  well  as  lactic  dehydrogenase 
enzyme  levels  were  normal  in  the  three  cases 
in  which  they  were  performed. 

The  diagnosis  was  confirmed  by  the  isol- 
ation of  the  eggs  in  the  stools  or  by  rectal 
biopsy.  It  must  be  stressed  that  repeated 
stools  examinations  are  needed  in  some  cases 
before  the  ovae  are  found.  As  a general  rule, 
o\ae  are  first  seen  after  adequate  examina- 
tions of  the  stool  since  early  attempts  at  rectal 


biopsy  are  frequently  negative.  It  is  not 
unusual  that  in  a given  case  several  stool 
examinations  were  negative  before  the  con- 
firmatory one  is  obtained.  The  S.  mansoni 
ovae  were  recovered  as  early  as  38  days 
and  as  late  as  74  days  after  the  initial  ex- 
posure. As  a rule,  the  skin  test  became  po- 
sitive during  the  febrile  stage.  In  some  ins- 
tances a doubtful  reaction  was  observed, 
which  on  repeated  testing  became  strongly 
positive. 

Comments 

Acute  Manson’s  schistosomiasis  is  a febrile 
syndrome  associated  with  a recent  initial  in- 
fection with  S.  mansoni.  It  occurs  only  in  a 
small  proportion  of  the  cases  that  are  ex- 
posed to  contaminated  water.  We  have  not 
observed  it  in  known  cases  of  schistosomiasis 
who  have  become  reexposed  to  infected  wa- 
ter. The  duration  of  the  initial  exposures 
bears  no  specific  correlation  with  the  severity 
of  the  symptomatology.  These  are  unmeasur- 
able variables  influencing  the  response  of  the 
host  and  the  severity  of  infection.  It  is  quite 
possible  to  acquire  a heavy  infection  on  a 
transitory  exposure  or  a light  one  on  conse- 
cutive and  more  prolonged  exposures.  As  at 
present  time  there  is  no  reliable  method  for 
measuring  the  worm  load  in  the  human,  we 
cannot  correlate  the  magnitude  of  infection 
with  the  development  of  symptoms.  There 
have  been  attempts  to  correlate  the  number 
of  ova  present  in  the  stool  with  the  number 
of  parasites  in  human  infections  but  no 
reliable  worm  recovery  have  been  performed 
in  man.  The  range  of  symptomatology  after 
infection  is  great.  Many  of  the  cases  do  not 
develop  any  symptoms  while  a minority  de- 
velops the  classical  febrile  manifestations  of 
the  acute  illness.  Other  cases  may  develop 


Bol.  Afoc.  Méd.  P.  Rico 
Septiembre  1965 


Acute  Manson’s  Schistosomiasis  441 


either  eosinophilia,  hepatomegaly,  splenome- 
galy, generalized  lymphadenopathy,  gastroin- 
testinal manifestations  or  combinations  of 
these. 

The  appearance  of  the  fever  seems  to 
occur  at  the  time  that  oviposition  begins, 
most  commonly  around  the  fourth  week  after 
infection.  It  seems  that  these  manifestations 
ase  associated  to  a reaction  of  antigens  pro- 
duced by  the  parasite  and/or  the  ova  with 
antibodies  produced  by  the  host  ( 1 ) . The 
specific  nature  of  these  antigens  and  anti- 
bodies have  not  been  dilucidated.  Supporting 
evidence  for  an  inmunological  mechanism 
in  this  reaction  is  the  presence  of  diffuse 
lymph  node  enlargement,  splenomegaly, 
eosinophilia  and  hypergammaglobulinemia. 
Puffiness  of  the  eyelids  might  be  associated 
with  vascular  damage. 

In  Puerto  Rico  schistosomiasis  is  more 
often  seen  in  males,  in  a proportion  of  3 to 
1 over  females.  The  acute  phase  of  the 


disease  usually  occurs  in  male  children.  The 
reason  seems  to  be  that  males  are  more 
often  exposed  to  infected  waters.  In  our 
cases  there  seems  to  be  a correlation  with 
school  vacations  and  the  appearance  of  the 
disease.  The  great  majority  of  cases  became 
infected  during  summer  vacations  and  others 
during  Christmas  vacations.  Epidemiological- 
ly,  the  highest  risk  population  are  school 
children  from  12  to  16  years  of  age  during 
their  school  vacations  time.  With  the  ac- 
celerated urban  expansion  of  the  metro- 
politan area  we  are  seeing  more  cases  of 
acute  schistosomiasis  which  have  acquired 
the  disease  in  small  creeks  near  housing 
developments. 

The  diagnosis  must  be  suspected  when- 
ever there  is  fever  and  high  eosinophil  count. 
The  history  of  exposure  to  infected  water 
must  be  carefully  obtained  as  the  children 
might  refuse  to  give  information  because 
they  have  been  exposed  without  their  parents 


TABLE  VI:  LABORATORY  FINDINGS  IN  ACUTE  MANSON'S  SCHISTOSOMIASIS 


No.  of  Cases 

Done 

Cases 

Positive 

% 

High  Serum  Globulins 

21 

18 

86 

Abnormal  Cephalin  Flocculation 

21 

19 

91 

High  Thymol  Turbidity 

17 

11 

65 

High  BSP  Retention 

17 

3 

18 

Abnormal  Prothrombin  Time 

13 

2 

15 

High  Transaminases 

SG  OT 

3 

0 

0 

SG  PT 

3 

0 

0 

High  Lactic  Dehydrogenase 

2 

0 

0 
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kiunvledgc.  I’hc  diagnosis  is  confirmed  by 
the  identification  of  the  S.  inansoni  ova.  It 
has  been  onr  ex]3crience  that  repeated  stool 
examinations  and  rectal  biopsies  are  needed 
before  the  ova  is  seen.  The  presence  of  a 
positive  skin  test  only  means  that  he  has 
had  pre\ions  contact  with  the  parasite  but 
by  in  itself  does  not  mean  that  he  has  the 
acute  disease. 

The  acute  phase  is  transitoiy.  The  patients 
recoxer  from  their  symptomatology,  though 
the  infection  persist.  There  are  no  post- 
morten  studies.  The  treatment  of  manson’s 
schistosomiasis  is  still  unrewarding  (2).  In 
a previous  study  it  was  found  that  those 
patients  receiving  antimony  behave  as  well 
as  those  that  did  not  receive  it  (1).  In  the 
last  eight  cases  no  antimony  compounds  have 
been  given  and  comparison  of  both  groups 
did  not  reveal  significant  differences  in  the 
duration  of  the  acute  symptomatology. 

Summary 

■Acute  Manson’s  schistosomiasis  is  a self- 
limited event  in  the  life  history  of  the  disease 
and  occurs  only  in  a small  proportion  of 
initially  infected  persons.  It  is  characterized 
by  fever  accompanied  by  eosinophilia,  hepa- 
tomegaly, splenomegaly,  lymphadenopathy 
and  hypergammaglobulinemia.  In  Puerto  Ri- 
co it  is  observed  predominantly  in  males 
from  12-16  years  of  age  who  are  initially 
exposed  to  infected  water  mainly  during  the 
school  vacation  time. 

Resumen 

La  esquistosomiasis  de  Manson  aguda  es 
un  evento  febril  y transitorio  que  se  observa 
en  algunas  personas  poco  después  de  la  pri- 
moinfección  por  cercarlas  de  S.  mansoni. 


Ocurre  en  la  minoría  de  las  personas  que  ad- 
quieren la  enfermedad  y no  se  ha  observado 
en  la  reinfección  en  casos  conocidos  de  es- 
(juistosomiasis.  En  Puerto  Rico  se  observa 
principalmente  en  varones  de  12  a 16  años 
de  edad  que  con  frecuencia  se  exponen  du- 
rante las  vacaciones  escolares.  Siendo  un 
cuadro  clínico  variable  y limitado  puede 
})asar  sin  ser  diagnosticado.  Los  autores  han 
observado  21  casos.  Los  síntomas  aparecieron 
de  17  a 60  días  después  del  contacto  inicial 
con  aguas  infestadas,  siendo  el  período  de  in- 
cubación más  frecuente  de  26  a 30  días.  Se 
caracteriza  el  cuadro  clínico  por  fiebre  va- 
riable en  intensidad  y duración  (13  a 74 
días),  síntomas  gastrointestinales,  debilidad 
y tos.  Con  frecuencia  hay  hepatomegalia,  es- 
plenomegalia  y linfadenopatía  general.  A ve- 
ces se  observa  edema  periorbital.  Está  acom- 
pañado de  eosinofilia  y aumento  en  la  velo- 
cidad de  sedimentación  de  los  hematíes. 
Usualmente  hay  un  aumento  de  la  gama 
globulina  y anormalidad  en  la  prueba  de 
cefalina-colesterol.  El  tratamiento  con  com- 
puestos antimoniales  no  acorta  el  período 
febril. 
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A METABOLIC  SURVEY  IN  TROPICAL  SPRUE 


Lillian  Haddock,  M.D. 


Tropical  Sprue  as  seen  in  our  Puerto 
Rican  population  has  seldom  been  shown 
to  present  derangements  in  electrolyte  and 
calcium  metabolism.  The  consistent  lack  of 
hypocalcemic  tetany  and  osteomalacia  in  our 
patients  with  tropical  sprue  has  been  pre- 
viously emphasized  ( 1 ) . It  has  been  postu- 
lated that  the  abundance  of  sunshine  and  thus 
vitamin  D in  our  tropical  island  protects  our 
patients  from  developing  the  latter  com- 
plications. The  occurrence  of  hypocalcemic 
tetany  in  two  patients  with  tropical  sprue 
(2)  prompted  us  to  study  a larger  group 
of  patients  in  order  to  shed  some  light  on 
the  incidence  and  pathogenesis  of  derange- 
ments in  mineral  metabolism  in  tropical 
sprue.  This  report  includes  a summary  of 
our  findings. 

Materials  and  Methods 

The  criteria  for  the  diagnosis  of  tropical  sprue 
include:  the  clinical  manifestations  compatible  with 
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the  disease,  a macrocytic  hyperchromic  anemia,  a 
megaloblastic  bone  marrow,  confirmatory  tests 
indicative  of  intestinal  malabsorption  of  fat,  D - 
xylose  and  vitamin  A and  no  other  detectable 
cause  for  these  defects.  The  subjects  were  studied 
in  the  Outpatients  Department  and  the  Medical 
Wards  of  the  University  Hospital  and  in  the 
Metabolic  Ward  of  the  Rodriguez  U.  S.  Army 
Hospital. 

The  chemical  findings  in  the  untreated  sprue 
group  were  those  obtained  when  the  patients  were 
first  diagnosed  as  having  sprue.  The  treated  sprue 
group  comprise  patients  who  had  been  treated 
with  folic  acid  therapy  anywhere  from  6 months 
to  2 years.  The  intravenous  calcium  infusion  tests 
were  performed  as  described  by  Howard  et  al  (3)  , 
the  serum  calcium  was  determined  by  the  Clark 
Collip  modification  of  the  Kramer  Tisdall  method, 
the  urine  calcium  by  the  Harvard  Fatigue  Labora- 
tory method  with  modification  from  the  Johns 
Hopkins  Hospital  Metabolic  Laboratory,  the  serum, 
urine  and  fecal  phosphorus  by  the  Fiske  and  Subar- 
row method,  serum  electrolytes  by  flame  photome- 
■try,  and  the  fecal  fat  by  the  method  of  Van 
de  Kamer  et  al.  The  technique  of  bioassay  used 
for  vitamin  D is  that  described  by  Bills.  (4) 

Results 

Calcium  levels: 

Figure  1 shows  the  distribution  of  the 
serum  calcium  in  the  group  of  untreated 
and  treated  sprue  as  compared  with  control 
subjects.  Twenty  nine  cases  of  the  untreated 
group  had  serum  calcium  values  below  the 
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Fig.  1.  The  distribution  of  the  serum  calcium 
in  control  subjects  and  in  patients  with  tropical 
sprue  before  treatment  and  under  treatment  with 
folic  acid. 

normal.  These  included  4 patients  who  devel- 
oped hypocalcemic  tetany.  The  serum  cal- 
cium values  for  the  treated  sprue  group 
were  within  normal  limits.  The  average  and 
one  standard  deviation  for  the  untreated 
group  was  8.8  ±1.08  mg.%  for  the  treated 
group  10.0  ±0.44  mg.%,  and  for  the  con- 
trol group  9.8 ±0.51  mg.%. 

Calcium  - Protein  Relationship: 

In  1913,  Rona  and  Takashi  (5)  first 
demonstrated  that  the  calcium  in  the  serum 
could  be  differentiated  into  two  fractions, 
50%  being  capable  of  passing  through  a 
membrane  impermeable  to  proteins  and 
50%  remaining  with  the  proteins  of  the 
serum.  The  latter  fraction  was  denoted  as 
the  non  - diffusible  protein  bound  fraction 
of  calcium  and  the  former  as  the  diffusible 
calcium.  Me  Lean  and  Hastings  demonstrated 
that  the  diffusible  calcium  was  composed 
of  two  fractions  the  complexed  and  the 
ionized  calcium  (6) . Investigating  the  cal- 
cium protein  relationship  they  showed  that 
the  distribution  of  calcium  between  ionized 


calcium  and  calcium  bound  to  protein  de- 
pends upon  the  total  protein  present  in  the 
serum.  Me  Lean  and  Hastings  devised  a 
method  of  measuring  the  calcium  ion  con- 
centration in  which  the  isolated  heart  of 
the  frog  was  used  as  a biological  indicator. 
They  devised  a highly  ingenious  chart  by 
which  knowing  the  total  serum  calcium  and 
the  serum  protein,  one  is  able  to  obtain 
quite  accurately  the  concentration  of  ionized 
calcium. 

Figure  2 shows  the  relation  of  the  total 
serum  calcium  to  the  total  protein  in  19 
of  our  hypocalcemic  patients. 


SPRUE -UNTREATED  WTIENTS 


Fig.  .2.  The  relationship  of  the  serum  calcium 
and  the  total  protein  in  19  patients  with  tropical 
sprue.  The  shaded  area  represents  the  block  for 
normal  calcium  (9-11  mg%)  and  total  proteins 
(6-8  Gm  %.) 

Only  8 of  the  19  hypocalcemic  patients 
had  low  serum  proteins.  The  points  at  the 
extreme  left  of  the  chart  represent  our  4 
tetanic  patients,  one  of  which  had  normal 
serum  proteins.  The  calculated  ionized  cal- 
cium from  McLean  and  Hastings  chart  in 
these  4 patients  ranged  between  2.5  to  2.9 
mg%,  all  tetanic  levels.  All  the  others  hy- 
pocalcemic patients  showed  a normal  cal- 
culated ionized  calcium. 
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Comparison  of  the  series  reported  in 
Puerto  Rico: 

In  1926  Ashford  and  Hernández  (7) 
studied  the  total  serum  calcium  and  diffusible 
calcium  in  patients  with  tropical  sprue  and 
severe  malnutrition.  Figure  3 shows  the  total 
serum  calcium  in  55  cases  of  Ashford  series 
as  compared  to  our  54  cases.  The  distribu- 


Fig.  3.  A comparison  of  the  serum  calcium 
levels  in  Ashford’s  series  and  our  own. 

tion  is  very  similar.  In  his  paper  he  does  not 
give  any  detail  regarding  the  one  patient  in 
his  series  who  had  a tetanic  level.  The  find- 
ing of  a low  diffusible  calcium  in  their  pa- 
tients, prompted  them  to  postulate  that  the 
calcium  deficiency  was  due  to  parathyroid 
insuficiency. 

Metabolic  Data  in  Tetanic  Patients: 

Four  patients  out  of  the  54  developed 
hypocalcemic  tetany.  Table  I shows  the  out- 
standing chemical  features  in  these  4 patients. 
No  good  correlation  has  been  found  in  our 
series  between  the  severity  of  the  illness,  the 
degree  of  steatorrhea  and  the  serum  calcium 
and  electrolyte  levels. 

The  serum  phosphorus  was  low  in  two 
of  the  cases;  hypomagnesemia  and  hypokale- 


mia was  present  in  two  subjects.  The  urinary 
calcium  was  very  low  in  all  the  patients  and 
remained  low  in  patient  E.E.  despite  the 
fact  that  she  had  been  treated  with  oral  cal- 
cium salts  and  vitamin  D for  two  weeks.  The 
skeletal  survey  was  normal  in  three  and  show- 
ed a mild  osteoporosis  in  E.  A.  which  was 
considered  to  be  a postmenopausal  osteopo- 
rosis. 

A short  17  day  metabolic  study  done  on 
patient  C.G.A.  is  shown  in  figures  4 and  5. 
From  her  second  to  the  nineteenth  hospital 
day  daily  urine  and  feces  were  collected  for 
calcium,  phosphorus,  fat  and  potassium.  The 
patient  was  not  on  a constant  dietary  intake 
for  her  acutely  ill  condition  made  impossible 
for  her  to  follow  a regulated  diet.  On  the 
14th.  day  she  was  started  on  a low  calcium, 
low  phosphorus  diet  which  was  kept  for  5 
days.  On  the  17th.  day  an  intravenous  in- 
fusion of  normal  saline  with  52cc  of  calcium 
gluconate  was  given  to  the  patient.  The 
fecal  calcium  and  phosphorus  excretion  was 
variable  with  an  overall  negative  balance 
from  the  second  to  the  thirteenth  hospital  day. 
On  the  14th.,  15th.  and  16th.  day  while  on  a 
low  calcium  diet,  she  had  a negative  balance 
of  calcium  and  phosphorus.  On  the  17th. 
day  when  an  intravenous  infusion  of  calcium 
gluconate  was  given  she  attained  a markedly 
positive  calcium  and  phosphorus  balance.  It 
can  also  be  noticed  a decrease  in  the  fecal 
volume  and  the  fecal  fat  followed  by  a 
rebound  two  days  later.  Ninety  eight  per- 
cent of  the  calcium  infused  was  retained.  The 
extremely  low  urinary  excretion  of  calcium 
and  relatively  none  of  phosphorus  represent 
depletion  of  calcium  and  phosphorus  due  to 
high  fecal  losses  of  these  elements.  There 
was  a progressive  decrease  in  the  serum 
calcium  and  phosphorus  and  no  good  cor- 
relation was  found  between  the  fecal  fat 
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TABLE  I:  CHEMICAL  FEATURES  IN  PATIENTS  WITH  TROPICAL 
SPRUE  AND  SEVERE  HYPOCALCEMIA 


E.  E.  (22  CF) 

• 

C.  G.  (34  WF) 

E.  A.  (47  WF) 

E.C.  (53  CF) 

StTum  Ca  (Mg  %) 

6.0 

6.1 

6.9 

6.2 

Serum  1’  (Mg  %) 

4.8 

2.7 

1.8 

3.2 

Serum  Mg  (Mg  %) 

1.6 

1.5 

1.2 

0.57 

Serum  Aik.  P’tase  (SJRu.) 

1.4 

9.1 

9.2 

9.2 

T.  P and  A/G  (Gm  %) 

3.8512.45 

1.9/3. 7 

1. 9/2.1 

4. 0/2. 6 

Na  (mEq/L) 

138.0 

133 

123.0 

141 

R (mEq/L) 

3.0 

2. 5-3.0 

1.8 

4.6 

Cl  (mEq/L) 

101.9 

90.4 

102 

•Urine  Ca  (Mg/day) 

6.5 

5.2-17.17 

10.4 

4.5 

IV  Ca  Test 

% IV  Ca  Test  Retention 

100% 

93 

43.4** 

98.7 

Ohr.  - 45 

Fasting  Vit.  A 

Ohr.  - 22 

23.7 

Vit.  A Absorption 

5hr.  - 48 

14.0 

2hr.  - 30 

67.7 

(mcgm%) 

7hr.  - 51 

28.6 

7hr.  - 36 

59.6 

U.  Xylose  Excretion 

Gm/5  hrs. 

0.45 

0.07 

0.1 

0.16 

Average 

8.7 

37.0 

7.0  •** 

27.2 

Fecal  Fat  (Gm/day) 

Bone  Survey 

Normal 

Normal 

Osteoporosis 

Normal 

D assay  (u./  cc) 

0.7 

1.8 

0.0 

0.3 

• Urine  Ca  on  E.  E.  when  she 

was  already  on  16 

Gm  Ca  lactate  and 

200,000  units  of  D for  two  weeks. 

* E.  A.  had  already  been  treated  with  Folic  Acid  when  I.  V.  Calcium  Test  was  due.  i 

•••  E.  A.  had  been  receiving  Folic  Acid  for  3 days  prior  and  while  fecal  fat  balance  was  being  done.i. 
The  dietary  intake  was  also  poor. 
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Fig.  4 Short  calcium  and  phosphorus  metabol- 
ic study  in  patient  C.G.A.  Metabolic  data  is  chart- 
ed according  to  the  method  of  Reifenstein,  Albright 
and  Wells  (8).  Dietary  intake  is  plotted  downwards 
from  the  base-line.  Output  is  recorded  in  blocks 
built  upon  the  intake  lines  toward  the  baseline. 
The  lower  of  the  two  blocks  represents  urinary 
excretion  and  the  upper  fecal  excretion.  A gap 
between  the  baseline  and  the  blocks  represents  a 
positive  balance,  and  conversely,  if  the  blocks  are 
above  the  baseline,  a negative  balance  is  represent- 
ed. Alterations  in  dietary  intake  are  clearly  re- 
presented (for  further  explanation  see  text)  . 

ind  the  fecal  calcium  and  phosphorus  ex- 
,:retion.  Unfortunately  she  developed  signs 
and  symptoms  compatible  with  a left  lower 
obe  pneumonitis  and  fecal  collections  were 


FECAL  FAT  40 


POTASSIUM  0 - 
(>n*q/d) 
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Fig.  5.  A short  metabolic  study  showing  the 
potassium  balance  data  in  patient  C.G.A.  Metabolic 
data  is  charted  according  to  the  method  of  Reifen- 
stein, Albright  and  Wells. 

Stopped.  On  the  25th.  day  she  went  into 
hypocalcemic  tetany. 

Figure  5 shows  the  potassium  balance 
data.  The  dietary  potassium  was  not  constant 
and  ranged  from  25  to  62  mEq  of  K.  From 
day  2 to  7 she  received  25  mEq  of  K orally 
as  Kaon.  This  was  increased  to  60  mEq  of 
potassium  from  day  8 to  18.  On  days  2,5, 
and  8 she  received  40  mEq  of  potassium 
intravenously.  The  urinary  potassium  was  al- 
ways low  ranging  from  9.5  to  21.5  mEq/day. 
The  fecal  potassium  was  extremely  high 
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averaging  77.0  niEq/day.  The  serum  K re- 
mained low  and  there  was  no  correlation 
between  the  fecal  potassium  and  the  fecal 
fat.  She  kept  an  overall  negative  K balance. 
Again  she  attained  a positive  balance  in 
the  day  prior  and  on  the  day  of  the  in- 
travenous calcium  infusion,  only  to  have  a 
rebound  a day  later.  Despite  an  adequate 
intake  of  potassium  the  serum  K remained 
low  and  it  was  not  until  therapy  was  started 
with  folic  acid  therapy  that  it  raised  prompt- 
ly to  normal. 

This  patient’s  hypocalcemic  tetany  was 
corrected  with  supplementary  calcium  salts, 
vitamin  D and  folic  acid  therapy.  Patient 
E.  E.  was  treated  similarly.  The  other  two 
tetanic  patients  responded  promptly  just  to 
folic  acid  therapy.  A similar  metabolic  study 
done  an  C.G.A.  a year  later  while  on  a 
remission  on  folic  acid  therapy  showed  a 
markedly  positive  calcium,  phosphorus,  and 
potassium  balance. 

Intravenous  calcium  data: 


Fig.  6.  The  relation  between  the  serum  cal- 
cium and  the  percentage  calcium  retention  after 
an  intravenous  infusion  of  calcium  in  11  cases. 
(See  text)  . 

Figure  6 shows  the  relation  between  the 


serum  calcium  and  the  percentage  calcium 
retention  after  an  intravenous  infusion  of 
calcium  in  1 1 cases.  The  use  of  calcium 
infusions  in  the  diagnosis  of  metabolic  bone 
disease  has  been  described  by  numerous 
workers  (3,  9,  10).  Nordin  and  Frazer  (10) 
found  8 cases  with  idiopathic  steatorrhea 
who  showed  a high  retention  of  infused 
calcium  despite  the  presence  of  radiologically 
normal  bones  and  a normal  serum  alkaline 
phosphatase.  He  classified  them  as  having 
early  osteomalacia  and  emphasized  that  it 
is  possible  to  diagnose  osteomalacia  with  a 
calcium  infusion  test  at  an  earlier  stage 
than  is  possible  with  the  other  procedures. 

After  an  intravenous  infusion  of  15  mg/Kg 
of  Ca"^  as  calcium  gluconate  in  saline  a 
calcium  retention  of  40-60%  is  obtained 
normally.  From  the  graph  it  can  be  seen 
that  all  our  hypocalcemic  patients  had  an 
extremely  high  retention  when  the  test  was 
done  before  treatment.  The  three  points  at 
the  extreme  left  represent  three  of  our  te- 
tanic patients.  In  patient  E.  E.  when  her 
serum  calcium  was  6 mg%  a 100%  of  the 
infused  calcium  was  retained.  When  the 
test  was  repeated  a year  later  she  still  had  a 
slightly  elevated  retention.  In  patient  C.  G. 
a week  before  developing  tetany  and  when 
her  serum  calcium  was  7.1  mg%,  the  per- 
centage calcium  retention  was  93%.  The 
test  was  repeated  a year  later  when  eucal- 
cemic  and  the  calcium  retention  was  normal. 
In  patient  E.  C.  the  intravenous  calcium 
test  was  done  two  weeks  prior  to  developing 
tetany.  The  calcium  retention  was  then  98%. 
When  the  test  was  repeated,  after  being  on 
folic  acid  and  vitamin  B12  therapy  for  5 
weeks  and  when  the  serum  calcium  was  8.3 
mg%  the  calcium  retention  was  within  nor- 
mal limits. 

All  the  hypocalcemic  patients  had  a 
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high  calcium  retention  meaning  an  increase 
avidity  of  the  skeleton  for  the  infused  cal- 
cium. Two  of  the  eucalcemic  patients  had 
a slightly  elevated  calcium  retention.  None 
of  these  patients  had  any  radiological  evi- 
dence of  osteomalacia. 

Serum  Magnesium: 

The  serum  magnesium  was  determined  in 
27  untreated  patients,  26  patients  on  a remis- 
sion while  on  folic  acid  therapy  and  in  72 
control  subjects.  The  average  and  one  stand- 
ard deviation  for  the  untreated  group  was. 
1.5  Í 0.37  mg^,  for  the  treated  group  2.3- 
0.35  mg%  and  for  the  control  2.3  - 0.17 
mg%.  When  the  relation  of  the  serum  mag- 
nesium to  the  serum  calcium  in  the  untreated 
group  is  plotted  in  figure  7 it  is  shown  that 


Fig.  7.  The  relationship  between  the  serum  cal- 
cium and  the  serum  magnesium  in  the  untreated 
group.  (The  horizontal  parallel  lines  represent 
the  range  of  normal  values  for  serum  magnesium; 
the  shaded  area  represent  the  normal  values  for 
both  serum  magnesium  and  serum  calcium)  . 

hypomagnesemia  was  seen  only  in  6 hypocal- 
cemic  subjects.  The  four  points  at  the  ex- 
treme left  represent  the  tetanic  patients  only 
one  of  which  had  hypomagnesemia. 

Serum  phosphorus  (Fig.  8): 

The  serum  phosphorus  in  the  untreated 
sprue  group  was  usually  within  normal  limits. 
The  average  compared  to  that  of  the  control. 


Av«rae«  3.8  ¿ 0.88 
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Fig.  8.  The  serum  phosphate  levels  in  the 
normal  subjects,  and  in  the  treated  and  untreated 
patients  with  tropical  sprue. 

Hypophosphatemia  was  encountered  more 
frequently  in  the  treated  group  than  in  the 
untreated  sprue.  This  was  rather  surprising 
to  us.  We  gave  all  the  patients  a second  ap- 
pointment and  still  their  serum  phosphorus 
was  low.  A metabolic  study  done  in  one  of 
our  tetanic  patients,  E.  C.  shed  some  lig,ht 
to  explain  this  finding.  Immediately  after 
starting  her  in  folic  acid  therapy  the  urine 
phosphorus  practically  disappeared  from  the 
urine.  This  was  followed  by  a high  excretion 
of  phosphorus  a week  later.  We  thus  believe 
that  there  may  be  two  mechanisms  involved 
in  this  phenomena,  one,  increased  peripheral 
utilization  of  phosphate  and  two,  increased 
urinary  excretion. 

The  serum  phosphate  level  in  Ashford, 
Scott  and  Hamilton  Fairley’s  series  (7,  11, 
12)  in  patients  with  untreated  tropical  sprue 
were  within  normal  limits. 

Serum  alkaline  phosphatase : 

The  serum  alkaline  phosphatase  level  has 
been  nonnal  in  all  patients  including  the 
tetanic  cases.  No  increase  of  the  serum  alka- 
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line  phosphatase  has  been  noticed  aftér  ther- 
apy is  started. 

Serum  electrolytes: 

Electrolyte  imbalance  has  been  suspected 
to  occur  in  tropical  sprue  but  such  a case 
had  never  been  documented  in  the  cases  of 
tropical  sprue  studied  in  Puerto  Rico  in  the 
past.  We  have  encountered  three  cases  of 
tropical  sprue  which  developed  severe  hy- 
pokalemia secondary  to  marked  losses  of  this 
cation  in  the  stools  (13).  Such  a metabolic 
study  has  already  been  discussed.  In  figure 
9 the  serum  potassium  levels  are  shown  in 
the  three  groups.  Clinically  significant  hy- 
pokalemia was  encountered  in  3 patients, 
two  of  the  tetanic  patients  and  one  with 
moderate  hypocalcemia..  Hyponatremia  was 
encountered  in  the  two  tetanic  patients  above 
mentioned.  Serum  chlorides  paralelled  serum 
sodium  values. 

Vitamin  D assay: 

Tha  antiricketic  activity  in  the  serum 
of  26  untreated  patients  with  tropical  sprue 
has  averaged  1.23  units/ml.  Of  the  four 
patients  who  developed  tetany  E.  A.  had 
no  detectable  antiricketic  activity  in  the 
serum  and  E.  C.  had  an  extremely  low  value. 
Patient  C.  G.  whose  serum  was  tested  at  the 
time  the  serum  calcium  was  8.9  mg%  had 
a serum  D level  of  1.8  u/ml.  Patient  E.  E. 
had  a serum  D level  of  0.7  u/ml.  at  the  time 
she  developed  acute  hypocalcemic  tetany. 
The  average  serum  D level  in  21  patients 
who  were  being  treated  and  in  a remission 
was  2.17  u/ml.  and  that  in  19  normal  sub- 
jects was  2.10  units/ml.  The  average  value 
for  the  untreated  group  was  much  lower 
than  that  of  the  treated  group,  while  the  lat- 
ter value  was  practically  the  same  as  that 
of  the  control  group. 
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Fig.  9.  The  serum  potassium  levels  in  the 
normal  subjects,  treated  and  untreated  patients 
with  tropical  sprue. 

Discussion 

A summary  of  our  findings  regarding  the 
mineral  metabolism  in  tropical  sprue  has 
been  reviewed.  Hypocalcemic  tetany  and 
electrolytic  imbalance,  although  rarely,  may 
be  seen  in  tropical  sprue.  The  data  presented 
suggests  that  fecal  losses  of  these  elements, 
due  to  their  inadequate  gastrointestinal  ab- 
sorption plays  a paramount  role.  The  low 
serum  vitamin  D in  the  untreated  sprue 
group,  and  the  negligible  values  found  in 
the  sera  of  three  of  the  tetanic  patients 
suggests  that  inadequate  absorption  of  vita- 
min D may  also  be  present,  which  in  turn 
will  contribute  to  an  inadequate  gastrointes- 
tinal absorption  of  calcium.  The  presence  of 
hypoproteinemia  in  8 of  19  hypocalcemic  sub- 
jects suggests  that  hypoproteinemia  may  also 
be  a contributing  factor  in  the  hypocalcemia 
of  some  of  these  patients.  Since  one  of  our 
patients  who  developed  hypocalcemic  tetany 
had  normal  serum  proteins  we  believe  hypo- 
proteinemia plays  a minor  role  in  the  patho- 
genesis of  hypocalcemia  in  tropical  sprue. 
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The  high  percentage  retention  of  the 
infused  calcium  in  our  hypocalcemic  patients 
can  be  explained  on  the  basis  of  a greater 
avidity  of  the  skeleton  for  this  mineral.  Thus, 
we  consider  these  cases  as  having  chemical 
osteomalacia  with  normal  alkaline  phospha- 
tase, meaning  a case  where  there  has  arisen 
a disproportion  of  the  serum  calcium  in 
relation  to  the  serum  phosphorus  but  in 
which  this  disorder  has  not  yet  led  to  suf- 
ficient weakness  of  the  skeleton  as  to  induce 
an  increased  osteoblastic  activity  and  hence 
a high  serum  alkaline  phosphatase  (13.) 

Hypomagnesemia  was  encountered  only  in 
the  hypocalcemic  subjects.  It  was  corrected 
upon  correction  of  the  hypocalcemia  by  ei- 
ther vitamin  D and  supplementary  calcium 
or  folic  acid. 

The  malabsorption  of  mineral  in  idiopa- 
thic steatorrhea  has  been  amply  documented 
(14,  15,  16).  In  contrast  the  rarity  of  the 
occurrence  of  electrolyte  imbalance  and  hy- 
pocalcemic tetany  in  our  patients  with  trop- 
ical sprue  has  been  emphasized  by  our  local 
investigators.  The  pathogenesis  of  hypocal- 
cemic tetany  in  the  sprue  syndrome  has  been 
attributed  to  an  inadequate  gastrointestinal 
absorption  of  vitamin  D (14,  15,  16).  The 
lack  of  a quantitative  relationship  between 
the  amount  of  fecal  fat  and  the  proportion 
of  ingested  calcium  excreted  in  the  feces  has 
prompted  many  investigators  to  postulate 
that  calcium  soap  formation  plays  a minor 
role  in  the  malabsorption  of  calcium  in  the 
sprue  syndrome  (17,  18,  19).  We  believe 
as  Nordin  (19)  that  the  malabsorption  of 
calcium  in  sprue  is  a direct  reflection  of  the 
alimentary  disorder  which  is  also  responsible 
for  the  malabsorption  of  fat.  Once  this  basic 
disorder  is  corrected  calcium  absorption  im- 
proves together  with  the  absorption  of  other 
minerals  and  vitamins.  This  belief  is  strenth- 


ened  by  the  correction  of  the  hypocalcemia 
and  hypokalemia  in  patients  E.  C.  and  E.  A. 
upon  the  institution  of  folic  acid  therapy 
only. 

The  low  serum  vitamin  D levels  in  the 
hypocalcemic  subjects  means  to  us  an  in- 
adequate absorption  of  vitamin  D and  prob- 
ably an  inadequate  synthesis  of  the  vitamin 
from  provitamins  in  the  skin  since  these 
patients  had  been  adequately  exposed  to  our 
sunshine. 

Summary 

The  occurrence  of  hypocalcemic  tetany 
and  electrolytic  imbalance,  although  rarely, 
occurs  in  tropical  sprue.  In  our  cases  none 
of  the  tetanic  subjects,  had  roentgenological 
evidence  of  osteomalacia.  The  increased 
avidity  of  the  skeleton  for  calcium  infused 
intravenously  denotes  that  they  presented 
early  osteomalacia  despite  the  abscence  of 
bony  changes  and  elevation  of  the  serum 
alkaline  phosphatase.  A low  antiricketic  ac- 
tivity was  found  in  the  sera  of  the  hypocal- 
cemic subjects.  This  we  interpreted  as  re- 
presenting an  inadequate  absorption  of  vita- 
min D and  probably  an  inadequate  synthesis 
of  the  vitamin  from  provitamins  in  the  skin. 
We  conclude  that  the  malabsorption  of  cal- 
cium in  sprue  is  a direct  reflection  of  the 
alimentary  disorder  which  is  also  responsible 
for  malabsorption  of  fat  and  that  once  this 
basic  disorder  is  corrected  calcium  absorption 
improves  together  with  the  absorption  of 
other  minerals  and  vitamins. 

Resumen 

Se  ha  documentado  la  ocurrencia  de  hi- 
pocalcemia  e hipopotasernia  en  esprú  tropi- 
cal. Ninguno  de  los  sujetos  que  desarrollaron 
tetania  demostraron  evidencia  radiológica  de 
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osteomalacia.  A1  administrársele  una  infu- 
sión de  calcio  intravenoso  a los  pacientes  hi- 
pocalcémicos  retuvieron  más  de  un  90% 
del  calcio  administrado.  Esta  avidez  del  hue- 
so por  el  calcio  administrado  demuestra  que 
estos  pacientes  tenían  una  osteomalacia  tem- 
prana a pesar  de  que  no  demostraron  cam- 
bios óseos  ni  alza  en  la  fosfatasa  alcalina 
sérica.  Se  encontró  un  nivel  bajo  de  vitamina 
D en  el  suero  de  los  pacientes  hipocalcémi- 
cos.  Esto  sugiere  que  hay  una  deficiencia  en 
la  absorción  gastrointestinal  de  vitamina  D 
y probablemente  que  hay  una  deficiencia  en 
la  síntesis  de  esta  vitamina  de  las  provitami- 
nas presente  en  la  piel.  Se  concluye  que  la 
malabsorción  de  calcio  en  esprú  tropical  es 
una  reflección  del  desorden  básico  que  es 
responsable  de  la  malabsorción  de  grasas  y 
que  una  vez  este  desorden  se  corrige  mejora 
la  absorción  de  calcio  al  igual  que  la  de  otros 
minerales  y vitaminas. 

Acknowledgements 

The  author  wishes  to  express  her  thanks 
to  the  nursing  and  medical  personnel  of  the 
Metabolic  Ward  of  the  Rodriguez  U.  S. 
Army  Hospital.  In  particular  to  Major  Bar- 
bara Baggs,  Dr.  Thomas  Sheehy,  Dr.  Martin 
Floch,  Dr.  Theodore  Bayless  and  Dr.  Marcus 
Schaaf.  The  study  of  these  cases  counted 
with  the  valuable  technical  assitance  of  Mr. 
José  Martínez  and  Miss  Maria  del  Carmen 
Vázquez. 

References 

1 . Pérez  Santiago,  E.  and  Butterworth,  C.E.: 

Definition  and  Diagnosis  of  Sprue  Araer 

J.  Dig  Dis  2:225,  1957. 

2.  Haddock,  L.,  Vega,  G;  Cintron  Rivera,  A. A. 

and  Floch,  M.:  Tetany  in  Tropical  Sprue. 

Report  of  Two  Cases.  Amer  J Dig  Dis.  7:967, 

1962  (abstract) . 


3.  Howard,  J.E.,  Hopkins,  T.R.,  arid  Connor, 

T.B.:  On  Certain  Physiologic  Responses  to 
Intravenous  Injection  of  Calcium  Salts 
into  Normal,  Hyperparathyroid  and  Hy- 
poparathyroid  Persons.  J Clin  Endocr  13: 
1,  1953. 

4.  Haddock,  L.  and  Vázquez,  M.C.:  The  Antir- 

icketic  Activity  in  the  Sera  of  Patients  with 
Tropical  Sprue.  Amer  J Dig  Dis  9:794, 
1964  (abstract)  . 

5.  Rona,  P.  and  Takahashi  D.:  Beitrag  Zur  Frage 

nach  dem  Verhalten  des  Calciums  in  Serum. 
Biochem  Ztschr  49:370,  1913. 

6.  Me.  Lean,  F.C.  and  Hastings,  A.B.:  A.  Biolog- 

ical Method  for  the  Estimation  of  Calcium 
Ion  Concentration.  J Biol  Chem  107:337, 
1934. 

7 . Ashford,  B.  and  Hernández,  L.:  Blood  Serum 

Calcium  in  Sprue  and  other  Pathologic 
States  in  the  Tropics.  Amer.  J Med  Sci 
171:575,  1926. 

8.  Reifenstein,  E.C.,  Albright,  F.  and  Wells,  S. 

L.:  The  Accumulation,  Interpretation  and 
Presentation  of  Data  Pertaining  to  Metabol- 
ic Balances,  notably  those  of  Calcium  Phos- 
phorus and  Nitrogen.  J Clin  Endocr  5:367, 
1945. 

9.  Nordin,  B.E.C.  and  Frazer  R.:  A Calcium  In- 

fusion Test.  Urinary  Excretion  Data  for 
Recognition  of  Osteomalacia.  Lancet  1:823, 
1956. 

10.  Finlay,  J.M.,  Nordin,  B.E.  C.  and  Frazer,  R.: 

A Calcium  Infusion  Test.  Four  Hour  Skeletal 
Retention.  Data  for  Recognition  of  Os- 
teoporosis. Lancet  1:826,  1956. 

1 1 . Scott,  H.  H.:  On  the  Value  of  the  Estimation 

on  the  Ionic  Calcium  of  the  Serum  in  the 
diagnosis,  and  as  a gauge  of  Progress  in 
Sprue.  Am  Trop  Med  Parasit  19:23,  1925. 

12.  Hamilton-Fair  ley , N.:  Sprue  Its  Applied  Pa- 

thology, Biochemistry  and  Treatment.  Trans 
Roy  Soc  Trop  Med  Hyg  30:9,  1936. 

13.  Albright,  F.  and  Reifenstein,  E.:  The  Parathy- 

roid Glands  and  Metabolic  Bone  Disease. 
The  Williams  and  Wilkins  Co.,  Baltimore, 
1948,  p.  216. 

14.  Bauer,  W.  and  Marble,  A.:  Studies  on  the 

Mode  of  Action  of  Irradiated  Ergosterol. 
Its  Effect  on  the  calcium  and  phosphrorus 


Bol.  Aw.  Med.  P.  Rico 
Septiembre  1965 


metabolism  of  individuals  with  calcium 
deficiency  states.  J Clin  Invest  11:21,  1932. 

15.  Fourman,  L.  and  Spray,  B.:  Absorption  of 

vitamin  D in  steatorrhea.  Brit  Med  J 1:142, 
1948. 

16.  Badenoch,  J.  and  Fourman,  P.:  Osteomalacia 

in  Steatorrhea.  Quart  J Med  23:165,  1954 

17.  Linder,  G.C.  and  Harris,  C.F.:  Calcium  and 

Phosphorus  Metabolism  in  Cronic  Diarrhea 


Survey  in  Tropical  Sprue  453 


with  Tetany.  Quart  J Med  23:195,  1930. 

18.  Nassim,  J.R.,  Saville,  P.D.,  Cook,  P.B.  and 

Mulligan,  L.:  The  Effect  of  vitamin  D and 
Gluten  Free  Diet  in  Idropathic  Steatorrhea. 
Quart  J Med  28:141,  1959. 

19.  Nordin,  B.E.C.:  Effects  of  Malabsorption  Synd- 

rome on  Calcium  Metabolism.  Proc  Roy 
Soc  Med  54:497,  1961. 


THE  SIMULTANEOUS  OCCURRENCE 
OF  HEMORRHAGE  AND  PERFORATION  IN 

PEPTIC  ULCER  DISEASE 


Jorge  Maflach  II,  M.D. 


The  two  catastrophes  which  may  occur  in 
peptic  ulcer  disease  are:  massive  hemorrhage 
and  perforation.  Since  the  tide  of  medical 
progress  is  ever  changing,  so  is  their  res- 
pective role  in  the  gravity  spectrum  of  that 
disease.  However,  there  is  no  doubt  that 
their  simultaneous  occurrence  is  attended  by 
a sharp  rise  in  the  mortality  rate,  as  compar- 
ed to  that  of  their  isolated  debut  ( 1-3) . Thus, 
an  apprehensive  inquirer  would  find  much 
tranquility  on  hearing  that  massive  hemor- 
rhage and  perforation  rarely  occur  sym- 
chronously.  This  running  commentary  — so 
dear  to  our  surgical  colleages — is  expressed 
in  the  dictum:  “bleeding  ulcers  don’t  per- 
forate; and  ulcer  perforations  don’t  bleed” 

(4).  _ 

It  is  the  purpose  of  this  study  to  assess 
the  validity  of  that  judgment  in  the  light 
of  information  obtained  from  a sizeable  hos- 
pital population. 

Material  and  Methods 

A preliminary  perusal  revealed  much  disparity 
in  the  literature  pertaining  to  the  incidence  of  the 
dual  complication.  This  provided  the  impetus  for 
a search  of  stringent  criteria  to  be  used  for  the 
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selection  of  cases  and  for  the  interpretation  of  such 
parameters  as,  degree  of  bleeding;  time  interval 
between  evidence  of  hemorrhage  and  the  clinical 
onset  of  perforation  (or  vise  versa)  ; presence  or 
absence  of  bleeding  at  the  time  in  which  perfora- 
tion was  recognized:  duration  and  degree  of  ulcer 
activity,  etc.  The  following  criteria  were  used: 

Acute  perforation:  The  criterium  was  the  find- 
ing of  a perforation  at  laparatomy,  or  necropsy, 
with  signs  of  acute  peritoneal  reaction,  whether  the 
perforation  had  a free  communication  with  the 
peritoneal  cavity;  or  whether  it  had  been  sealed 
spontaneously  by  the  surrounding  peritoneum. 
Perforation  “sealed  off”  by  adjacent  organs,  were 
also  included,  providing  the  onset  had  been  brusque 
and  symptoms  had  progressed  in  severity,  and  were 
present  at  the  time  of  admission  to  the  hospital. 

Hemorrhage:  Criteria  for  hemorrhage  were 
adopted  (modified  in  part)  from  Moore  and  Fuller 
(2)  , and  included  the  presence  of  hematemesis  or 
melena  verified  by  observation  in  the  hospital  or 
an  anemia  of  sufficient  severity  to  require  at 
least  one  transfusion  of  500  cc.  (in  the  adult) 
and  accounted  by  an  unequivocal  history  of  re- 
cent hemorrhage  of  peptic  ulcer.  Positive  chemical 
tests  for  blood  in  the  stools,  without  melena,  were 
not  included. 

Concurrent  Hemorrhage  and  Perforation:  When 
the  criteria  expressed  above  for  acute  perforation 
and  hemorrhage  were  fulfilled,  arid  occurred  simul- 
taneously. That  is,  active  bleeding  was  evident  at 
the  clinical  onset  of  perforation  (if  bleeding  had 
started  prior  to  perforation)  ; or  symptoms  of 
perforation  were  still  present  at  the  moment  he- 
morrhage was  recognized.  Surgically  closed  perfora- 
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tions,  with  post-operative  hemorrhage,  were  not 
included  in  this  category. 

Acute  Ulcer:  When  “ulcer  symptoms”  (in  this 
context,  pain  was  considered  indispensable)  had 
been  present  for  six  months  or  less,  and/or  the 
pathological  report  showed  an  ulcer  to  be  of  the 
acute  type.  In  case  of  conflict,  the  latter  was  fa- 
vored over  the  former. 

Chronic  Ulcer:  Symptoms  had  been  present  for 
over  six  months  and/or  the  pathological  diagnosis 
favored  a chronic  process.  In  doubtful  cases,  it 
was  proceeded  as  above. 

Only  “peptic”  ulcers  of  the  stomach,  pylorus 
and  duodenum  were  included.  Accordingly,  esopha- 
geal and  “stomal”  ulcers;  ulcers  with  malignant 
changes;  or  those  in  which  there  was  a malignant 
growth  in  the  vecinity  (esophagus,  stomach,  or 
duodenum)  , were  excluded. 

The  records  of  all  patients  admitted  to  the 
University  (District)  Hospital  from  January  1st, 
1950  to  December  31,  1964  with  a diagnosis  of 
acute  perforation  o fa  peptic  ulcer  of  the  stomach, 
pylorus,  or  duodenum,  were  carefully  scrutinized. 
Only  cases  which  met  the  criterium  for  acute  per- 
foration were  accepted  for  further  analysis.  This 
was  subsequently  oriented  to  the  separation  of  those 
meeting  the  criteria  for  a simultaneous  hemorrhage. 
These  are  the  main  concern  of  the  present  paper 
and  they  will  be  referred  to  as  the  bleeding  group 
while  perforations  without  simultaneous  hemor- 
rhage shall  be  identified  as  the  non-bleeding  group. 

Results 

A total  of  122  patients  were  admitted 
with  a diagnosis  of  perforation.  Six  cases 
were  excluded  because  of  insufficient  data, 
or  because  the  established  criteria  had  not 
been  fulfilled.  Two  additional  cases  were 
also  excluded  because  of  an  associated  malig- 
nancy. In  one,  there  were  malignant  changes 
within  the  ulcer;  in  the  other,  there  was  a 
carcinoma  in  the  vecinity  of  a benign  gastric 
ulcer.  The  remaining  114  cases,  representing 
1 1 7 admissions  for  acute  perforation,  were 
finally  accepted  for  the  purpose  of  this  study 
Among  this  group,  1 1 cases  presented  with 


hemorrhage  simultaneously  associated  with 
a perforation.  Thus,  the  dual  complication 
occurred  simultaneously  in  9.6%  of  patients, 
and  9.4%  of  all  perforations.  Another  4 
patients  were  not  included  among  the  bleed- 
ing cases  because  hemorrhage  had  presented 
within  2 to  10  days  from  surgical  closure  of 
the  perforation.  In  our  opinion,  such  in- 
stances should  be  regarded  as  post-operative 
complications,  and  not  spontaneous  occur- 
rences of  the  dual  complication. 

Sex  and  age:  There  were  102  males 
and  12  females  so  89.5%  were  males,  and 
10.5%  females.  In  this  series  the  incidence 
of  perforation  in  the  male  sex  is  over  8 times 
higher  than  irt  the  opposite  sex.  The  in- 
cidence, sex  distribution  and  average  age  in 
114  patients  with  117  admissions  for  acute 
perforation  is  shown  in  Table  I. 

In  the  non-bleeding  group,  the  average 
age  was  47.  In  the  bleeding  group,  8 out  of 
1 1 cases  were  over  50  with  an  average  age 
was  59.  The  youngest  patient  was  a 35  hour 
old  female  infant;  and  the  oldest,  a 95  year 
old  woman.  See  Table  II. 

Symptoms:  Pain  was  the  most  prominent 
symptom  in  the  non-bleeding  group  and  had 
the  typical  characteristics  described  in  the 
literature.  In  the  group  that  bled  hemorrhage 
seemed  to  take  the  leading  role  in  order  of 
complaints.  However,  this  could  rather  be  a 
misinterpretation  in  part  of  the  examiner 
more  prone  to  be  impressed  by  the  objective 
evidence  of  bleeding. 

A history  of  bleeding  was  obtained  in  18 
patients  in  the  nonbleeding  group.  In  con- 
trast, 6 of  the  1 1 patients  who  bled  and 
perforated  simultaneously  had  a previous 
and  unequivocal  history  of  blood  loss.  By 
history,  bleeding  had  occurred  prior  to  the 
severe  pain  of  perforation  in  all  but  2 pa- 
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TABLE  I:  INCIDENCE,  SEX  DISTRIBUTION,  AND  AVERAGE  AGE  IN  114  PATIENTS 
WITH  117  ADMISSIONS  FOR  ACUTE  PERFORATION 


Type  of 
Complication 

Perforations 

% 

Sex 

Males 

Females 

Average 

Age 

in  years 

Perforation 

only 

106 

89.6% 

94 

9 

47 

Simultaneous 

hemorrhage  and 
perforation 

11 

9.4% 

8 

3 

59 

Total 

117 

102 

12 

53 

TABLE  II:  INCIDENCE  AND  MORTALITY  RATES  OF  THE  SINGLE  AND  DUAL 
COMPLICATIONS,  IN  REGARD  TO  AGE  DISTRIBUTION 


Perforation  and  Simultaneous 

Age  Perforation  only  Hemorrhage 

in  No.  of  No.  of 


years 

Patients 

Deaths 

Patients 

Deaths 

Under  1 

- 

- 

1 (35  hour  old) 

1 

1-10 

1 

1 

- 

- 

11-20 

10 

- 

- 

- 

21-30 

20 

- 

1 

- 

31-40 

18 

1 

- 

- 

41-50 

24 

2 

1 

1 

51-60 

18 

1 

3 

- 

61-70 

8 

3 

3 

3 

over  70 

4 

2 

2 

2 

tients.  The  latter  had  presented  with  pain 
shortly  prior  to  the  onset  of  hemorrhage.  In 
5,  hemorrhage  presented  both  before  and 
after  perforation  was  recognized. 

The  relationship  of  ulcer  symptoms  pro- 


ceeding perforation  in  the  bleeding  and  the 
non-bleeding  group  is  illustrated  in  Table  III. 

Diagnosis:  While  a diagnostic  accuracy 
of  84%  (89  correct  diagnosis  in  106  ad- 
missions) was  observed  in  the  group  with- 
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TABLE  III:  DURATION  OF  ULCER  SYMPTOMS 


Duration 

Cases 

Without  Bleeding 

With  Bleeding 

No  history 

24  (21%) 

22  (21%) 

2 

Under  6 months 

14  (12%) 

13  (13%) 

1 

Six  months  to  1 year 

11  (10%) 

10  (10%) 

1 

One  year  to  5 years 

24  (21%) 

21  (21%) 

3 

Over  5 years 

24  (21%) 

22  (21%) 

2 

Undetermined 

17  (15%) 

15  (15%) 

2 

Total 

114 

103 

11 

out  hemorrhage  the  diagnosis  was  correct  in 
3 out  of  the  1 1 patients  in  the  bleeding  group. 
It  suggests  that  this  variance  may  be  due 
to  the  bleeding  factor  present  in  the  latter. 
The  severity  of  blood  loss  did  not  seem  to 
affect  the  diagnosis.  No  correlation  was  ob- 
served with  other  factors  such  as,  longevity, 
past  history  and  severe  associated  diseases. 

Pathologic  Considerations:  In  the  non- 
bleeding group,  12  perforations  were  local- 
ized in  the  stomach  and  81  in  the  duodenum. 
Eleven  were  classified  under  the  heading 
“pyloroduodenal”  or  “pyloric”.  Thus,  11.3% 
were  in  the  stomach;  76.4%  in  the  duode- 
num; and  10.4%  corresponded  to  be  “pyloro- 
duodenal area.” 

The  experience  in  nearly  2/3  of  ulcers 
which  had  been  thought  to  be  pyloric  during 
operation  for  closure  of  a perforation  and 
when  more  definitive  surgery  was  accom- 
plished, proved  to  be  post-pyloric.  In  this 
context,  Moore  has  ably  stated  that:  “Al- 
most invariably,  perforated  ulcers  which  ap- 
pear to  be  pyloric  at  operation  are  in  the 
duodenum.”  (5)  Of  the  11  perforations 
found  in  the  bleeding  group,  5 were  situated 
in  the  stomach  and  5 in  the  duodenum. 


There  was  also  1 posterior  pyloric  ulcer  and 
another  diagnosed  as  “duodenal  ulcer.”  If 
both  groups  are  compared,  relatively  more 
gastric  ulcers  were  found  among  patients 
with  the  dual  complication. 

In  regard  to  the  maturity  of  the  ulcer 
itself,  all  but  two  of  the  perforating  ulcers, 
among  dual  complications,  were  described  as 
chronic  in  the  pathological  report.  An  acute 
ulcer  was  found  in  a 35  hour  old  female 
infant.  Another  patient  had  2 posterior,  non- 
perforating, acute  gastric  ulcers.  Two  ad- 
ditional cases  presented  with  more  than  one 
ulcer.  Both  patients  died;  and  the  non- 
perforating as  well  as  the  perforating  ulcers, 
were  chronic.  In  the  non-bleeding  group, 
4.7%  of  ulcers  were  posterior  (5  in  all)  and 
95%  anterior  (101  out  of  106).  In  the  bleed- 
ing group  2 were  posterior  and  9 anterior. 

Prognosis:  Our  findings  did  not  support 
the  premise  of  a linear  relation  between  the 
severity  of  blood  loss  and  the  mortality  risk 
in  the  group  with  concomitant  hemorrhage 
and  perforation.  Three  patients  who  bled 
massively  and  required  8,  6 and  7 blood 
transfusions,  respectively,  survived.  Their 
corresponding  ages  were  52,  60  and  29. 
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Delay  in  admission  to  the  hospital  and  severe 
associated  diseases  were  in  the  foreground  as 
ominous  factors.  Seven  patients  died.  The 
age  distribution  is  shown  in  Table  II.  To 
illustrate  the  poor  prognosis  attended  by 
hemorrhage  and/or  perforation,  at  an  early 
age  to  the  best  of  our  knowledge  only  4 
neonatal  cases  have  suvived  massive  hemor- 
rhage from  peptic  ulcer.  (6)  It  is  worthwhile- 
to  note  that  there  was  a difference  in  the 
average  age  of  almost  two  decades  between 
those  who  died  and  those  who  survived.  See 
Fable  II. 

The  sex  distribution  of  mortality  rates  in 
the  bleeding  and  non  bleeding  groups  is 
shown  in  Table  IV. 


severe  bleeding.  In  contrast,  three  patients 
in  which  a primary  gastrectomy  was  perform- 
ed, survived  in  spite  of  having  presented 
with  severe-to-massiv'e  hemorrhage  prior  to 
ojjeration.  Among  the  non-bleeding  group, 
four  patients  developed  severe  ¡)ost-operative 
hemorrhage  within  ten  days  of  closure  of 
the  perforation.  Three  survived  and  one  died. 
The  one  who  died  had  been  ojjerated  at 
another  hospital,  where  he  developed  a renal 
“shut  down”  during  the  inmediate  post- 
o])erator\'. 

Discussion 

In  spite  of  the  reiterated  cliché  quoted 


TABLE  IV:  SEX  DISTRIBUTION  OF  MORTALITY  RATES 


Concurrent  Hemorrhage  and 

Sex 

Perforation  only 

Perforation 

Cases 

Deaths 

Cases 

Deaths 

Males 

94 

9 

8 

5 

Females 

9 

4 

3 

2 

Total 

103 

13 

11 

7 

Delay  in  admission  per  se,  was  apparently 
a crucial  factor  in  the  prognosis.  This  was 
the  case  in  both  groups.  It  seemed  to  be  the 
sole  responsible  for  2 deaths  in  the  non-bleed- 
ing group. 

Treatment:  In  regard  to  treatment,  four 
of  our  bleeding  cases  who  were  not  operated, 
succumbed.  Among  the  remaining  7,  four 
underwent  primary  closure.  One  patient  de- 
veloped post-operative  hemorrhage  and  died. 
.\  35  hour  old  female  infant  also  died  follow- 
ing plication.  The  third,  a 75  year  old  male, 
expired  shortly  after  intervention.  The  only 
survival  in  the  group,  underwent  a sub-total 
gastrectomy  a year  later  because  of  recurrent 


at  the  outset,  our  findings  — as  well  as  those 
of  others — bear  witness  to  the  fact  that  the 
dual  complication  does  occur;  and  it  is  far 
from  rare.  As  noted,  simultaneous  hemor- 
rhage and  perforation  occurred  in — at  least — 
1 1 cases  in  our  series.  We  excluded  4 addi- 
tional cases  in  which  a verified  hemorrhage 
had  occurred  within  10  days  of  closure  of 
a perforation.  Some  authors  would  have 
included  such  cases  in  their  statistics.  (2,  7). 

The  fact  that  the  dual  synchronous  com- 
plication has  been  regarded  as  relatively  rare, 
is  explained  in  part  by  the  paucity  of  reports 
and  the  lack  of  uniformity  in  the  criteria 
used  for  such  parameters  as,  acute  perforation 
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and  hemorrhage;  and  the  timing  of  one 
in  relation  to  the  other. 

On  reviewing  the  literature,  one  notices 
an  increment  in  the  incidence  of  the  dual 
complication,  as  compared  to  earlier  reports. 
In  Eliason  and  Ebeling’s  review  (1934), 
concurrent  hemorrhage  and  perforation  was 
reported  in  only  4 out  of  74  perforations. 
(In  729  ulcer  cases).  An  incidence  of  5.4% 
(8).  Blackford,  et  al  (4)  noted  concurrent 
hemorrhage  in  3 out  of  62  perforations  (in 
916  ulcer  cases)  (1937-38).  Gordon-Taylor 
(1937-38)  (7)  was  among  the  first  to  specify 
whether  bleeding  had  presented  before,  dur- 
ing, on  after  perforation.  In  his  experience 
with  13  cases,  those  in  which  hemorrhage  had 
preceeded  (3  cases),  or  followed  perforation 
(5  cases),  died,  while  the  remaining  5 which 
bled  at  the  time  of  perforation,  survived. 
This  author  stressed  the  alleged  rarity  of  the 
dual  complication.  In  1939,  Winters  and 
Egan  (9)  reviewed  this  problem  and  found 
36  patients  with  concomitant  bleeding, 
among  361  perforations.  This  10%  rate,  how- 
ever, may  not  be  truly  representative  since 
their  .selection  was  largely  based  on  a history 
of  blood  loss,  and  further  verification  was 
not  considered  indispensable.  When  different 
reports  are  compared,  an  impression  is  ob- 
tained that  the  broad  range  of  reported  rates 
depends  more  on  the  method  of  selection 
than  on  factors  of  other  nature.  A good  ex- 
ample is  provided  by  De  Bakey  (10)  who 
found  only  a 1 .9%  incidence  of  dual  com- 
plications in  his  own  series  of  211  cases  as 
compared  to  6.1%  in  a collected  series  of 
2,525  perforated  ulcers.  In  1946,  Olson  and 
\orgore  (11)  reported  a 13%  incidence  in 
166  cases  of  perforation.  Their  statement 
that  blood  loss  was  small  and  that  there 
were  no  deaths  in  the  group  is  rather  surpris- 
ing in  view  of  the  general  impression  that 


this  association  is  attended  by  a grave  prog- 
nosis. In  1953,  Jones  and  Doll  (12)  found 
69  individual  cases  out  of  715  perforations, 
in  a 13  year  period.  Thus,  around  10%  of 
their  patients  developed  the  dual  complica- 
tion. With  our  criteria,  this  rate  would  have 
probably  dropped  to  5%  or  less.  In  contrast, 
Miller,  et  al  ( 1 ) reported  a high  incidence 
of  gastroduodenal  hemorrhage  among  their 
perforation;  21.6%.  These  authors  did  not 
present  their  criteria  for  selection,  but,  they 
clearly  state  that  bleeding  occurred  within 
24  hours  of  the  operation  for  perforation. 

Two  recent  publications  ser\e  to  illustrate 
how  results  \ary  according  to  the  criteria 
used.  Martinis,  et  al.  found  a 16.9%  simul- 
taneous bleeding  and  perforation  using  a 
“more  liberal”  criteria  (13).  Contrarywise, 
Moore  and  Fuller,  (2)  using  more  rigid 
criteria  for  both  hemorrhage  and  acute  per- 
foration, found  an  incidence  of  11.2% 

In  regard  to  other  findings,  we  shall 
devoted  most  of  the  discussion  to  concomitant 
bleeding  and  perforation. 

The  sex  distribution  among  our  bleeding 
cases  lies  between  the  two  extremes  reported 
by  Winters  and  Egan (9)  and  Miller,  et  al, 
(1)  respectively.  The  former  found  91.4% 
males  and  8.6%  females;  and  the  latter, 
24%  males  and  50%  females.  On  the  other 
hand,  our  sex  distribution  for  the  dual  com- 
plication compares  well  with  that  reported 
by  Winters  and  Egan. 

The  overall  sex  distribution  of  89.5% 
— male  and  10.5%  female  rates,  observed 
by  us,  is  similar  to  the  92.2%  — male  and 
7.7%  — female  rates  found  in  a collected 
series  of  14,339  cases.  (10) 

Most  of  our  bleeding  cases  were  over 
50  years  of  age.  This  finding  coincides  with 
Moore  and  Fuller,  (2)  who  noted  that  most 
of  their  cases  were  over  that  age.  Conversely, 
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Winters  and  Egan  (9)  found  that  less  than  a 
half  of  their  “bleeders”  were  in  the  .'jth. 
decade,  or  over. 

A previous  histoi*)'  of  bleeding  obtained 
in  17.4%  of  our  cases  with  the  single  compli- 
cation is  of  little  reliability  in  a retrospective 
study. 

.\  more  reliable  information  is  provided 
by  the  record  of  admissions  for  bleeding;  or 
bleeding  which  occurs  during  hospitalization. 
In  1 1 patients  comprising  the  group  with 
concomitant  hemorrhage  and  perforation, 
there  were  15  admissions  for  bleeding.  This 
is  proportionately  higher  than  the  17  admis- 
sions for  hemorrhage  found  among  103  cases 
of  perforations  without  concurrent  bleeding. 
These  figures  suggest  a “bleeding  tendency” 
among  patients  who  develop  the  dual  com- 
plication. Kozoll  and  Meyer  (3)  found  a 
previous  history  of  hemorrhage  in  14.8%  of 
their  1,904  perforations. 

Among  5 of  our  cases  who  developed 
hemorrhage  shortly  after  closure  of  a per- 
foration 2 died.  Werbel,  et  al  (14)  in 
a follow-up  study  of  239  cases  that  under- 
went closure  of  a perforation  noted  that  he- 
morrhage occurred  in  34%  (82  cases) . Seven 
of  these  died  as  a consequence  of  blood  loss. 
Miller,  et  al  ( 1 ) reported  post-operative 
bleeding  in  6 of  21  patients.  The  mortality 
for  this  group  was  33.3%.  Scholnick  and 
Hastings  (15)  in  another  follow-up  study, 
noted  upper  gastrointestinal  hemorrhage  in 
22%  of  107  patients  which  were  treated 
medically  after  surgical  closure  of  a perfora- 
tion. Three  died  from  blood  loss.  Post-per- 
foration hemorrhage  was  present  in  9 of  97 
patients  reported  by  Barrow,  et  al,  (16). 
Five  died.  From  the  studies  cited  above  as 
well  as  ours  it  seems  that  the  hemorrhage 
that  follows  closure  of  a perforation  is  at- 
tended by  a grave  prognosis.  No  correlation 


could  be  established  between  a previous  his- 
tory of  bleeding  and  mortality  for  either 
group. 

The  diagnostic  difficulties  posed  by  the 
dual  association  have  been  stressed  by  all 
who  have  dealt  with  this  problem.  In  most 
cases,  the  clinical  picture  of  hemorrhage  — or 
just  the  presence  of  even  small  amounts  of 
blood — has  distracted  from  the  recognition 
of  an  underlying  perforation.  Such  was  the 
case  in  our  bleeding  group.  Winters  and 
Egan  (9)  have  stressed  the  importance  of 
repeated  intermittent  bleeding  as  precursor 
of  perforation  and  the  need  of  a special 
awareness  when  confronted  with  such  cases. 
They  mention  the  fact  that  one  of  their 
patients  was  undiagnosed  because.  . . “bleed- 
ing ulcers  do  not  perforate” . . . Miller,  et  al 
have  reported  that  nearly  1/3  of  their 
patients  — in  the  1942-1951  series — entered 
the  hospital  with  both  hemorrhage  and 
perforation.  It  is  remarkable  that  in  our 
series  severity  of  bleeding,  senility,  history  of 
alcoholism  and  severe  associated  diseases  did 
not  seem  to  influence  on  the  diagnosis. 

In  regard  to  duration  of  ulcer-histoi-y, 
we  encountered  a similar  distribution  of 
cases  in  both  groups. 

This  confonns  to  findings  reported  by 
others.  (1,  9,  3,  17) 

Delay  in  admission  apparently  influenced 
the  outcome.  Its  prognostic  import  usually 
gets  worse  when  advanced  age  is  associated. 
(1,  10,  18')  However,  in  our  cases,  there  was 
a lack  of  consistent  pattern.  This  has  also 
been  observed.  (13,  19) 

Our  finding  of  10  chronic  and  only  2 
acute  ulcers  among  cases  who  perforated 
and  bled  simultaneously,  is  at  variance  with 
those  who  claim  that  bleeding  occurs  more 
often  in  the  acute  type  of  ulcer.  (20) 

A prevalence  of  anterior  over  posterior 
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ulcers,  was  found  in  both  groups.  Our  an- 
terior ulcers  bled  as  much  as  the  posterior 
ones.  The  teachings  of  Mayo,  (21)  Einhorn, 
(22)  and  others,  (23)  are  different  from 
our  findings.  For  years  they  have  sustained 
the  thesis  that  the  blood  supply  of  the  an- 
terior “pyloroduodenal”  area,  is  relatively 
deficient.  This  would  explain  the  higher  in- 
cidence of  “anterior  non-bleeding  ulcers”  as 
compared  to  “posterior  bleeding  ulcers.”  On 
the  other  hand,  Berg  believes  that  in  some 
cases  of  simultaneous  bleeding  and  per- 
foration, one  ulcer  bleeds  and  the  other 
perforates.  (24)  The  former  is  regarded  as 
a “stress  ulcer.” 

It  is  not  within  the  scope  of  this  paper, 
to  discuss  the  merits  and  short-comings  of 
various  methods  proposed  for  the  manage- 
ment of  peptic  ulcer  perforations.  However, 
the  simultaneous  association  of  hemorrhage 
and  perforation,  because  of  its  gravity  and 
somber  prognosis,  leaves  early  partial  gastric 
resection  as  the  procedure  of  election.  All 
cases  in  this  report  who  were  not  operated, 
succumbed.  Three  patients  who  underwent 
immediate  subtotal  gastrectomy  because  of 
severe  uncontrollable  hemorrhage,  survived 
without  sequelae. 

Moore  and  Fuller  (2)  added  further  evi- 
dence in  favor  of  inmediato  partial  gastrec- 
tomy, not  only  in  cases  of  concomitant  bleed- 
ing and  perforation,  but  in  hemorrhage  fol- 
lowing perforation,  as  well.  In  regard  to  the 
latter,  Ives  (26)  has  emphasized  that  in- 
mediate  gastrectomy  might  be  the  only 
chance  of  survival  for  these  cases. 

In  Jones  and  Doll’s  series  (12)  two  pa- 
tients treated  by  conservative  measures  died; 
there  was  1 death  among  21  in  which  sur- 
gical closure  of  perforation  was  done;  none 
of  the  5 jjatients  who  underwent  inmediate 
or  early  partial  gastrectomy  died.  'Fhey 


concluded  that  the  latter  was  the  method  of 
choice  when  the  dual  complication  occurred 
simultaneously.  Miller,  et  al  ( 1 ) found  a 
3 1 % post-operatory  mortality  among  their 
cases  of  hemorrhage  and  perforation. 

Simple  closure  failed  to  control  hemor- 
rhage in  26%  of  cases  in  which  it  was  em- 
ployed. Martinis,  et  al;  (13)  and  Harkins 
and  Nyhus  (25)  list  the  dual  complication 
among  the  indications  for  inmediate  defini- 
tive operation  for  perforated  peptic  ulcer. 
Kozoll  and  Meyer  (3)  stress  the  gravity  of 
this  situation  by  including  it  among  the 
symptoms  and  signs  of  grave  prognosis. 

The  current  management  of  peptic  ulcer 
cases  with  concurrent,  or  post-closure  he- 
morrhage, has  been  ably  summarized  by 
Moore  and  Fuller  (2)  as  follows: 

“A  patient  surviving  combined  hemor- 
rhage and  perforation  should  be  rapidly  pre- 
pared for  gastric  resection  because  of  the 
comversally  poor  results  following  suture 
alone. 

When  massive  hemorrhage  closely  follows 
the  plication  of  a perforation,  emergency 
gastrectomy  usually  offers  the  only  hope  of 
survival.” 

Summary  and  Conclusions 

1.  Eleven  cases  of  simultaneous  hemor- 
rhages and  perforation  were  found  among 
114  cases  with  117  episodes  of  peptic  ulcer 
perforations  admitted  to  the  University  (Dis- 
trict) Hospital  within  a 15-year  period. 
(1950  thru  1964  inclusive) 

2.  The  dual  complication  occurred,  si- 
multaneously in  9.6%  of  patients  and  9.4% 
of  perforations.  According  to  these  findings, 
concomitant  hemorrhage  and  perforation, 
are  infrequent,  but  far  from  rare. 

3.  Concurrent  hemorrhage  and  perfor- 
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atioii  may  occur  at  any  age,  but  most  pa- 
tients are  over  a decade  older  than  those 
with  isolated  perforation. 

4.  In  view'  of  the  gra\ity  and  prognostic 
import  of  the  dual  complication,  an  aw'are- 
ness  as  to  its  occurrence  is  urged  when 
faced  to  a case  of  gastrointestinal  bleeding; 
whether  abdominal  pain  is  present  or  not. 

5.  While  the  limited  number  of  patients 
reported  here  does  not  permit  final  conclu- 
sions; there  is  mounting  evidence  to  suggest 
that  inmediate  or  early  partial  gastrectomy 
is  the  current  method  of  choice  for  the 
management  of  these  cases. 

Resumen 

1 . Se  encontraron  1 1 casos  de  hemorragia 
y perforación  concomitantes,  entre  114  pa- 
cientes con  1 1 7 episodios  de  úlcera  péptica 
perforada  ingresados  en  el  Hospital  (de  Dis- 
trito) Universitario,  durante  un  periodo  de 
15  años.  (1950  hasta  1964  inclusive) 

2.  El  9.6%  de  los  pacientes  desarrolló  la 
doble  complicación,  mientras  que  la  misma 
correspondió  a un  9.4%  de  las  perforaciones. 
Estos  resultados  sugieren  que,  si  bien  hemo- 
rragia y perforación  simultáneas  no  ocurre 
con  frecuencia  en  el  curso  de  la  úlcera  pép- 
tica, dicha  asociación  dista  mucho  de  ser 
tan  rara  como,  a veces,  se  ha  supuesto. 

3.  La  asociación  de  hemorragia  y per- 
foración puede  presentarse  a cualquier  edad; 
sin  embargo,  la  misma  suele  ocurrir  a una 
edad  más  madura  que  en  casos  de  perfo- 
ración no  asociada  a sangramiento.  Esta  di- 
ferencia fue  de  alrededor  de  una  decena 
de  años. 

4.  En  vista  de  su  gravedad  y el  pronós- 
tico reservado  que  queda  implícito  en  toda 
asociación  simultánea  de  sangramiento  y per- 
foración, esta  complicación  ha  de  tenerse  en 
cuenta  frente  a todo  caso  de  hemorragia 


gastrointestinal,  esté  o no  acompañada  de 
dolor  abdominal. 

5.  El  número  limitado  de  casos  en  que 
se  basa  este  estudio  no  permite  llegar  a con- 
clusiones definitivas  en  cuanto  al  tratamien- 
to. No  obstante,  la  evidencia  montante  reco- 
gida durante  los  últimos  años,  sugiere  que, 
hoy  por  hoy,  la  gastrectomía  parcial  tem- 
jirana  e inmediata  es  el  tratamiento  idóneo 
en  estos  casos. 
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THE  EKEVALEMCE  OF  DIABETES  MELIJTUS 


K.  Villavicencio-Suarez,  M.D. 


In  the  past  attention  was  given  mainly 
to  the  study  and  control  of  communicable 
diseases.  With  their  eventual  control  and 
succesful  management  more  and  more  in- 
terest is  being  taken  in  the  understanding 
and  prevention  of  non-communicable  disea- 
ses such  as  coronary  heart  disease,  rheumatoid 
arthritis,  diabetes,  and  others. 

Numerous  investigators  have  studied  the 
incidence  and/or  prevalence  of  diabetes  mel- 
litus  in  a given  community  or  in  a given 
cluster  of  individuals.  The  parameters  which 
they  have  used  differ.  The  first  and  second 
National  Health  Survey  of  1935-36  and  1957 
-59,  respectively,  were  based  exclusively  on 
questionnaire  results.  (1,  2).  Others  have 
used  the  presence  of  glycosuria  obtained  1 
to  2 hours  after  a meal  as  the  screening  test 
(3-9).  There  is  ample  evidence  that  such  a 
parameter  is  not  adequate  as  a screening 
test  for  diabetes  (6,  8,  10). 

Scott  and  Griffith  (11)  and  the  Oxford 
Survey  (10)  used  capillary  blood  1 to  3/2 
hours  after  the  noon  or  evening  meal,  while 
the  U.S.  Department  of  Health,  Education 
and  Welfare  (12)  has  used  a one  hour  blood 
glucose  after  a 50  gms.  glucose  load  given 
without  regard  to  the  time  or  content  of 
the  previous  meal.  The  fact  that  the  actual 
glucose  dose  and  the  length  of  time  elapsed 
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since  the  last  meal  will  influence  the  test 
result  makes  it  difficult  to  interpret  it. 

Table  I shows  prevalence  figures  found 
by  different  investigators,  using  a wide  var- 
iety of  methods.  This  raises  the  question  of 
how  real  the  differences  found  are. 

Any  clinician  who  poses  himself  the  ques- 
tion of  how  prevalent  diabetes  is  in  his  own 
country  and  wants  to  answer  it,  finds  the 
following  difficulties; 

a)  Sampling  design.  First  of  all,  it  must 
be  quite  clear  in  the  researcher’s  mind  whe- 

TABLE  I:  PREVALENCE  OF  DIABETES  MELLITUS 


Author  (s) 

Country 

Prevalence 

(%) 

Ganguly  et  al  (3) 

India 

2.3 

Winterbotham  (4) 

Mabuiag  Island 

13 

Miller  et  al  (16) 

Pima  Indians, 
Arizona 

30 

Scott  and 

Griffith  (11) 

Eskimos,  (Alaska) 

.02 

Barnett  (7) 

New  Zealand 

.2 

Wilkerson  and 

Krall  (1947)  (10) 

Oxford,  Mass. 

1.4 

Tulloch,  J.  A.  (8) 

Jamaica 

1.26 

Wright  and 

Taylor  (1958)  (5) 

Trinidad 

1.4 

Kenny  and 

Chute  (1953)  (13) 

Canada 

1.3 
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ther  he  is  interested  in  a prevalence  study  or 
in  a detection  drive.  These  are  quite  different 
propositions  and  should  not  be  confused. 
We  can  not  determine  prevalence  figures 
for  a particular  population  out  of  detection 
drive  numbers.  As  an  interesting  example  of 
this  we  may  cite  the  results  of  the  testing 
station  in  the  Diabetes  Fair  in  Boston  (13). 
Among  2,215  persons  tested,  more  than  half 
of  the  total  showed  either  glycosuria  or  hy- 
perglycemia. 

A prevalence  study  must  be  carefully 
designed  by  a well  trained  statistician.  Ideal- 
ly, simple  random  sampling  should  be  used, 
but  this  is  usually  too  expensive  and  time- 
consuming.  A cluster-sampling  procedure 
will  insure  that  several  test  subjects  will  be 
located  in  the  same  general  area. 

b)  Non-response  rate.  This  has  to  be 
minimized.  A publicity  campaign  has  to  be 
set  up,  the  uncooperative  individual  has  to 
be  identified  early  and  his  case  handled  in 
an  individualized  way  by  sympathetic,  com- 
petent and  well-trained  personnel.  The  re- 
sults of  the  examination  must  be  made 
available  to  the  subject’s  physician,  and  fears 
and  doubts  stemming  from  lack  of  knowledge 
must  be  allayed. 

c)  Technical  methods  employed  and 
screening  and  diagnostic  criteria.  This  is  ex- 
tremely basic.  In  considering  this  problem 
the  following  factors  should  be  taken  into 
consideration : 

1)  screening  method  - urinalysis,  blood 
sugar  estimation,  or  both 

2)  blood  sugar  method  - total  reducing 
substances  or  true  glucose,  plasma 
versus  whole  blod. 

3)  venous  versus  capillary  samples 

4)  timing  of  tests  in  relation  to  meals  - 
fasting  versus  post  prandial 


5)  the  diagnostic  criteria  for  diabetes 
mellitus 

6)  the  type  of  glucose  tolerance  test  and 
the  method  of  interpretation  of  results. 

Conscious  of  all  the  difficulties  involved 
the  National  Institutes  of  Health  sponsored 
a Conference  on  Methodological  Approaches 
to  Population  Studies  in  Diabetes  in  Bethesda, 
Maryland,  on  October  1-2,  1964.  Here  the 
need  for  large  population-based  studies  of 
glucose  tolerance  was  recognized  and  the 
difficulties  discussed.  It  was  the  consensus 
of  opinion  that  a 40  gm/sq.  meter  of  body 
surface  glucose  load  should  be  recommended. 
As  far  as  whether  whole  blood  or  plasma 
sugar  should  be  used,  a plea  for  the  use  of 
plasma  sugar  has  been  made  by  Dr.  Harvey 
Knowles  (14).  This  is  mainly  because  the 
plasma  concentration  of  sugar  approaches 
that  of  the  extracellular  space  while  whole 
blood  values  fall  short.  The  main  disad- 
vantage is  that  most  of  the  work  done  so 
far  is  based  on  whole  blood  values. 

The  patient  must  have  a 300  to  325  gm. 
carbohydrate  meal  for  three  days  prior  to 
the  test  to  insure  that  a diabetic  curve  se- 
condary to  starvation  is  not  obtained.  This 
type  of  curve  is  due  to  the  release  of  glucagon 
triggered  by  the  hypoglycemia  developed 
during  starvation.  Normals  for  the  above 
described  tolerance  test  have  not  been  pub- 
lished so  far. 

And  what  should  the  practicing  physician 
do  to  diagnose  diabetes  until  all  these  studies 
are  done?  As  a screening  test  100  gm.  of 
glucose  can  be  given  to  a patient  who  has 
been  placed  on  a 300gm.  CHO  diet  for 
three  days  prior  to  the  test.  This  is  given  as 
a 25%  solution,  taken  in  not  more  than  15 
minutes.  A sample  for  blood  sugar  is  taken 
one  hour  afterwards.  The  timing  is  from 
the  beginning  of  glucose  administration.  A 
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150  mgs%  value  (whole  blood,  Somogy)  is 
indicative  of  probable  diabetes.  A one  hour 
value  of  160  mgs%  is  considerer  diabetic. 
Some  clinicians  may  argue  that  the  150 
mgs%  value  is  set  too  low,  but  we  have  done 
this  on  purpose,  as  we  firmly  believe  in  early 
detection  of  diabetes  and  we  do  not  want 
to  underdiagnose  it. 

Cases  with  probable  diabetes  should  be 
given  a 100  gm.  glucose  load  after  the  pre- 
paratory diet  and  values  taken  1,  lyá  and 
2 hours  afterwards.  A one  hour  value  of 
160,  1/2  of  140  and  a 2 hour  value  of  120 
are  considered  diagnostic  of  diabetes  (Conn 
and  Fajans).  (15).  These  are  based  on 
whole  blood,  venous  samples  done  by  the 
Somogyi-Nelson  method. 

Summary 

A critical  review  of  prevalence  of  Dia- 
betes studies  published  so  far  has  been  done. 
For  future  prevalence  studies  a loading  dose 
of  40  gm.  glucose  per  square  meter  of  body 
surface  and  the  use  of  plasma  sugar,  as  re- 
commended by  the  Conference  on  Methodo- 
logical Approaches  to  Population  Studies  on 
Diabetes  should  be  used.  The  practicing 
physician  should  use  a one  hour  post  chal- 
lenge whole  blood  sugar  as  a screening  test 
for  diabetes  (sample  taken  after  a 100  gm. 
glucose  load) . A 150  mgs%  value  is  consider- 
ed suspicious,  160  mgs%  indicative  of  dia- 
betes. Patients  with  values  above  150  mgs% 
should  have  a three  hour  glucose  tolerance 
test  following  a three  day  preparatory  diet. 

Resumen 

Este  artículo  analiza  críticamente  los  es- 
tudios sobre  prevalencia  de  Diabetes  que  se 
han  publicado  hasta  el  presente.  Se  concluye 
que  se  debe  usar  en  estos  estudios  como  prue- 


ba preliminar  el  valor  de  azúcar  en  el  plasma 
una  hora  después  de  haber  dado  al  paciente 
40  gramos  de  glucosa  por  metro  cuadrado 
de  superficie.  Al  médico  en  práctica  privada 
se  le  recomienda  como  prueba  preliminar 
determinar  el  azúcar  en  la  sangre  venosa  1 
hora  después  de  haberle  dado  al  paciente,  en 
ayunas,  100  gramos  de  glucosa.  Se  debe  dar 
al  paciente  una  dieta  conteniendo  300  gra- 
mos de  hidratos  de  carbono  por  tres  días 
antes  de  la  prueba.  Los  pacientes  con  un 
valor  de  150  mgs%  o más  (método  Somogyi- 
Nelson,  sangre  venosa)  deben  someterse  a 
una  tolerancia  de  glucosa. 
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METABOLISM  OF  FOLIC  AND  FOLINIC 
ACIDS  IN  TROPICAL  SPRUE 


A. A.  Cintron-Rivera,  M.D.; 

J.  Acosta-Matienzo,  M.S.; 

Gladys  Sanchez,  H.S.,  M.T.,  and 
Gloria  Valls-FerraiouH,  B.S.,  M.T. 


The  role  of  folates*  in  megaloblastic 
anemias  and  their  importance  in  the  meta- 
bolic pathways  concerned  with  erythropoie- 
sis  has  been  the  subject  of  many  recent  re- 
views (1-4).  Several  techniques  have  been 
utilized  to  clarify  the  structure  and  distribu- 
tion of  the  naturally  occurring  folates,  the 
metabolism  and  physiologic  disposition  which 
these  compounds  undergo  in  the  human  body, 
their  absorption,  storage  and  excretion  (5-7). 

The  folic  acid  (FA,  pteroylglutamic  acid) 
absorption  and  excretion. test  has  been  found 

* Folate  is  the  term  used  in  this  article  as  a generic 
term  for  pteroylglutamates,  and  its  naturally 
occurring  dihydro,  tetrahydro,  substituted  and 
conjugated  derivatives.  The  term  folic  acid  (FA) 
is  used  here  as  a synonym  for  pteroylgltñamic 
acid.  Folinic  acid  (FN)  stands  for  the  citrovorum 
factor  or  factors  giving  growth  for  Pediococcus 
cerevisae. 
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by  some  to  be  useful  in  the  demonstration  of 
folate  deficiency  states  (8,  9).  In  normal 
subjects,  the  amounts  of  folic  acid  excreted 
in  the  urine  after  a 5 mgm  oral  as  compared 
to  a 5 mgm  parenteral  test  dose  are  not  sig- 
nificantly different.  On  the  other  hand,  in 
folate  deficiency  states,  such  as  nutritional 
megaloblastic  anemia,  chronic  liver  disease, 
pregnancy  and  sprue  there  may  be  a marked 
diminution  in  the  urinary  output  of  FA,  as 
compared  to  the  normal,  after  either  the  oral 
or  parenteral  administration  of  the  test  dose. 
In  a condition  such  as  sprue,  which  is  cha- 
racterized by  multiple  malabsorptive  defects, 
this  reduced  excretion  is  not  only  due  to 
depleted  stores  but  to  definite  failure  of 
absorption  when  the  test  dose  is  orally  ad- 
ministered. Therefore,  in  order  to  make  the 
test  more  significant  in  differentiating  true 
malabsorption  from  other  conditions  show- 
ing folate- deficiency,  Girdwood  (9)  recom- 
mended prior  saturation  of  the  subject  by 
the  intramuscular  injection  of  15  mgm  of 
folic  acid  daily  for  a period  of  seven  days. 

Chanarin  et  al  (10),  and  Santini  (11), 
applied  Girdwood’s  procedure  to  a group  of 
sprue  patients  and  of  nonnal  individuals  to 
whom  oral  test  doses  of  FA  were  given.  They 
obtained  overlapping  results  and  did  not 
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reach  definite  conclusions.  The  problem  is 
further  complicated  by  the  fact  that,  because 
of  the  relatively  rapid  renal  excretion  of  the 
vitamin,  some  apparently  grossly  deficient 
patients  may  at  times  show  a normal  urinary 
output,  particularly  when  the  test  dose  is 
administered  parenterally.  In  addition,  the 
saturation  dose  necessary  in  Girdwood’s  test 
may  in  itself  constitute  sufficient  therapy  to 
produce  a hematologic  response  accompanied 
by  an  improvement  of  the  malabsorption,  if 
present,  thus  rendering  the  subject  unfit  for 
further  experimental  observation. 

Because  of  these  seemingly  contradictory 
results  and  objections  to  this  test,  it  was 
thought  advisable  to  modify  the  FA  absorp- 
tion test  in  such  a way  that  the  urinary  ex- 
cretion of  folinic  acid  (FN),  one  of  several 
metabolic  derivatives  of  FA,  was  measured 
rather  than  FA  itself.  At  the  same  time, 
the  study  was  further  extended  to  include  a 
second  test  dose  after  a one-week  interval 
in  which  the  FA  was  given  in  conjunction 
with  ascorbic  acid.  The  latter  has  been  shown 
to  enhance  the  reduction  of  FA  to  FN  (12, 
13). 

Materials  and  Methods 

Normal  subjects  were  chosen  from  among  lab- 
oratory personnel,  student  nurses,  and  medical 
students  who  volunteered  for  the  test.  There  was 
no  evidence  of  anemia,  or  of  gastrointestinal,  acute 
or  chronic  diseases.  Patients  with  sprue  in  relapse 
were  chosen  from  those  seen  at  the  Hematology 
Clinic  and  the  wards,  of  the  Department  of  Med- 
icine. The  diagnosis  of  tropical  sprue  was  made 
on  the  basis  of  history,  physical  examination  find- 
ings, evidence  of  macrocytic,  megaloblastic  anemia, 
malabsorption  for  d (_j_)  xylose,  vitamin  A,  and 
vitamin  B-12,  as  well  as,  increased  fecal  fat  excre- 
tion, abnormal  oral  butterfat  absorption  test,  and 
in  some  selected  cases,  peroral  jejunal  mucosa  biop- 
sy. Hematologic  values  were  determined  by  conven- 
tional methods.  Vitamin  A was  measured  by  the 


method  of  Carr  and  Price  (14)  . D (_[_)  Xylose 
was  determined  by  the  method  of  Turner  and 
Brien  (15) . Vitamin  B-12  excretion  by  the  metho'd 
of  Schilling  (16)  . 

An  8 hour  urinary  sample  was  collected  for 
baseline  values  of  F.N.  on  the  night  previous  to 
the  test.  On  the  day  of  the  test,  the  patient  emp- 
tied the  bladder  early  in  the  morning,  after  which 
he  was  given  5 mgm  of  liquid  folic  acid  by  mouth. 
The  urine  was  collected  for  8 hours  thereafter.  The 
volume  was  carefully  measured  and  an  aliquot  im- 
mediately frozen  and  stored  at  - lO^C.  Four  to 
seven  days  later,  the  procedure  was  repeated,  but 
this  time  the  test  dose  of  5 mgm  of  liquid  folic  acid 
was  accompanied  by  100  mgm  of  ascorbic  acid, 
both  given  orally.  Assays  were  performed  within 
one  to  two  weeks  after  collection.  Appropriate  urine 
dilutions  were  prepared  and  the  folinic  acid  ac- 
tivity of  the  urine  was  determined  utilizing  the 
modification  of  Baker  and  Sobotka  of  the  microb- 
iologic method  of  Sauberlich  and  Baumann  uti- 
lizing Pediococcus  cerevisae  as  test  organism  (17)  . 

Results 

The  results  obtained  are  summarized  in 
Table  I and  Fig.  1.  No  significant  differences 
were  noted  in  baseline  urinary  FN  values 
in  normals  as  compared  to  sprue  subjects. 
The  values  were  very  low  in  all  cases  (Table 
I).  In  the  21  normals,  the  8 hour  urinary 


TABLE  I;  BASELINE  URINARY  FOLINIC  ACID 
EXCRETION  IN  GMS  / 6 - 8 HOUR 


NORMAL 

ACUTE  SPRUE 

(21) 

(17) 

Rongt 

0.04  0.56 

0.02 -*0.43 

BEFORE  F.  A 

M«ar) 

0.16 

0.14 

Range 

0.03 -*0.33 

0.02 -*0.40 

BEFORE  F.  A 4-  VIT  C 

Mean 

0.17 

0.14 

Ovtroll  Rar>9«  0.02  0 56 

Ovvroll  Mton  0.16 

excretion  of  folinic  acid  after  the  test  dose 

of  i'A  revealed  a maximum  value  of  19.1 
micrograms  and  minimum  of  5.4  micrograrns 
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Fig.  1.  Effect  of  Folic  acid  and  Vit.  C.  on  the 
urinary  Folinic  acid  of  normal  and  acute  sprue 
subjects. 

witn  a mean  of  13.5  micrograms  (Fig.  1). 
On  the  other  hand  the  17  sprue  patients 
showed  values  ranging  from  0.20  to  5.8 
micrograms  with  a mean  of  1.53  micrograms. 

When  the  test  was  repeated  utilizing  a 
dose  of  5 mgm  of  FA  accompanied  by  100 
mgm  of  ascorbic  acid,  the  normals  showed 
a range  of  6.2  to  43.3  micrograms  with  a 
mean  of  20.2  micrograms.  The  sprue  group 
showed  a range  of  0.5  to  7.0  micrograms 
with  a mean  of  2.51  micrograms. 

Discussion 

The  fate  of  orally  and  parenterally  admin- 
istered FA,  FN,  and  other  related  componds 
has  been  reported  recently  by  Baker  and  his 
co-workers  (18).  These  investigators  found 
that  FA  is  the  principal  metabolic  end  pro- 
duct in  the  urine  of  subjects  in  whom  pte- 
roylmonoglutarnate  or  pteroylpolyglutamate 
had  been  administered.  The  urinary  results 
seem  to  indicate  that  the  kidney  converts 
all  folates  mainly  to  the  unreduced  pteroyl- 
monoglutamate.  Urine  P.  cerevisae  activity  is 
high  only  when  large  amount  of  FN  over- 
whelm temporarily  the  kidney’s  capacity  to 
oxidize  this  compound.  The  liver  converts 
FA  to  FN  acid,  however  it  has  been  shown 


that  this  change  is  not  appreciably  reflected 
in  the  blood,  the  liver  apparently  retaining 
the  reduced  derivative. 

Gabuzda  and  co-workers  (19)  have  re- 
ported values  of  FN  excretion  following  ad- 
ministration of  10  mgm  dose  of  FA.  Welch 
and  others  (12)  have  shown  that  the 
average  24  hour  urinary  excretion  of  FN 
after  the  administration  of  5 and  50  mgm 
of  F.A.  orally  was  16  and  164  ugms,  respec- 
tively. Cintrón-Rivera  and  Acosta  Matienzo 
(20)  had  previously  shown  that  the  average 
6 hour  urinary  FN  excretion  after  an  oral 
dose  of  5 mgm  of  F.A.  was  extremely  low  in 
sprue  patients  as  compared  to  normal  sub- 
jects. Based  on  this  observations  Frazer  (21) 
has  suggested  that  there  may  be  a fault  in 
folic  acid  metabolism  in  acute  tropical  sprue. 

Although  we  realize  that  a test  of  the 
nature  described  here  is  subject  to  numerous 
variables,  such  as  complexity  of  the  absorp- 
tion mechanism,  degree  of  deficiency  of  the 
vitamin,  degree  of  defectiveness  in  the  me- 
chanism of  conversion  of  FA  to  FN,  and 
integrity  of  renal  function,  we  feel  that  the 
results  show  significant  differences  between 
the  two  groups  which  have  been  compared. 
With  the  evidence  at  hand,  we  can  not 
point  out  to  any  particular  reason  for  the  low 
values  obtained  in  sprue  patients.  It  could 
be  explained  on  the  basis  of  defective  absorp- 
tion of  the  FA,  but  at  the  same  time,  we  can 
not  rule  out  other  factors  such  as  defec- 
tive conversion  of  FA  to  FN  and  replenish- 
ment of  depleted  stores.  It  may  also  represent 
a defect  in  the  handling  of  FA  by  sprue 
patients.  Novertheless,  these  results  point  to 
a simple,  uncomplicated  test  clearly  separat- 
ing acute  sprue  from  the  normal. 

Low  FN  excretion  following  FA  adminis- 
tration has  also  been  observed  in  scorbutic 
patients,  severe  liver  disease,  myxedema  and 
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gout  (22).  The  mechanism  operative  in 
these  conditions  may  be  different  in  the 
various  disease  states  listed. 

The  results  obtained  when  FA  was  used 
in  conjunction  with  ascorbic  acid  were  ex- 
tremely variable.  However,  in  a large  num- 
ber of  the  normals,  markedly  higher  values 
were  obtained.  This  finding  supports  the  view 
that  ascorbic  acid  enhances  the  reduction  of 
FA  to  FN.  However,  this  marked  increase  in 
the  urinary  excretion  of  FN  after  A test  dose 
of  FA  and  ascorbic  acid  as  compared  with 
the  excretion  after  a test  dose  of  FA  alone, 
is  not  seen  in  the  acute  cases  of  sprue. 
It  is  our  belief  that  this  represents  additional 
evidence  for  the  hypothesis  of  the  existence 
of  a defect  in  the  metabolism  of  FA  in 
tropical  sprue. 

Summary 

No  significant  differences  were  observed 
in  the  baseline  8 hour  urinary  folinic  acid 
(FN)  excretion  in  normal  individuals  as 
compared  with  cases  of  acute  tropical  sprue. 
However,  after  a 5 mgm  oral  dose  of  folic 
acid  (FA)  there  was  a significant  increase 
in  the  urinary  FN  excretion  in  normals.  This 
excretion  was  enhanced  further  when  the 
FA  test  dose  was  administered  with  ascorbic 
acid.  In  acute  sprue,  there  was  a smaller 
increase  in  the  8 hour  urinary  FN  excreted 
after  the  test  dose  of  FA,  and  practically  no 
enhancement  occurred  when  the  ascorbic 
acid  was  added.  It  is  postulated  that  patients 
with  acute  tropical  sprue  may  have  a defect 
in  the  way  they  handle  folic  acid  and  that 
this  is  the  reason  for  the  different  patterns 
of  FN  excretion  obtained  in  this  study. 
Resumen 

No  se  observaron  diferencias  significativas 
en  las  cantidades  de  ácido  folínico  (FN) 


eliminadas  en  la  orina  durante  un  período  de 
8 horas  en  21  sujetos  normales  y 17  casos  de 
esprú  tropical  agudo.  Después  de  una  sobre- 
carga de  3 miligramos  de  ácido  fólico  (AF) 
administrado  oralmente  a sujetos  normales, 
hubo  un  aumento  apreciable  en  la  excreción 
urinaria  de  este  metabolito  del  ácido  fólico. 
La  eliminación  de  FN  aumentó  apreciable- 
mente cuando  el  AF  se  ingiere  junto  a 100 
mgm  de  ácido  ascórbico. 

En  los  casos  activos  de  esprú  tropical, 
solamente  hubo  un  pequeño  aumento  sobre 
lo  normal  después  de  la  dosis  de  5 mgm  "de 
AF.  Estos  resultados  no  se  alteraron  grande- 
mente cuando  se  combinó  la  dosis  de  AF 
con  vitamina  G.  Se  explican  estas  diferencias 
tan  notables  a base  de  que ‘existe  un  defecto 
en  el  metabolismo  de  AF  en  los  casos  de  esprú 
tropical  activos  que  resulta  en  una  disminu- 
ción en  la  capacidad  de  reducir  el  AF  al  FN. 
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PRESENT  CONCEPTS  ON  THE  MECHANISMS 

OF  BLOOD  COAGULATION 


Raúl  Bacó-Dapena,  M.D. 


Bleeding  in  a normal  individual  is  usually 
controlled  by  rather  complex  and  delicate 
hemostatic  mechanisms.  The  principal  fac- 
tors involved  are;  1)  the  extravascular  tis- 
sues, 2)  the  vascular  tree  and  3)  the  intrinsic 
or  blood  components.  There  must  be  an 
adequate  functioning  of  and  close  interrela- 
tionship between  each  of  these  factors  for 
normal  hemostasis.  Blood  platelets  are  ex- 
tremely important  and  intimately  associated 
with  both  the  vascular  and  the  intrinsic  fac- 
tors. It  is  generally  accepted  today  that  the 
formation  of  a platelet  plug  at  the  site  of 
vessel  injury  is  the  primary  hemostatic  reac- 
tion in  vessels  of  intermediate  size.  During 
the  formation  of  this  plug  changes  in  the 
platelets  occur  and  factors  affecting  vessel 
contractility  and  integrity,  retraction  and 
blood  coagulation  (among  others)  are  liber- 
ated. The  platelet  plug  can  sustain  hemostasis 
only  temporarily,  a fibrin  clot  being  needed 
for  additional  support  and  permanence.  It  is 
the  process  by  which  this  fibrin  clot  is  formed 
both  inside  and  outside  the  blood  vessel 
which  w’e  will  attempt  to  discuss. 

Table  I gives  a list  of  currently  accepted 
blood  clotting  factors.  A double  label  is 
standardly  used  for  each  given  factor  con- 
sisting of  a Roman  numeral  and  a descrip- 
tive term. 

From  the  Department  of  Medicine  of  the 
School  of  Medicine  of  the  University  of  Puerto 
Rico. 


TABLE  I:  NOMENCLATURE  FOR  BLOOD 
CLOTTING  FACTORS 

I—  Fibrinogen 

II—  Prothrombin 

III—  Thromboplastin 

IV—  Calcium 

V—  Proaccelerin,  Labile  Factor,  Plasma  Ac- 
globulin 

VII—  Proconvertin,  Stable  Factor,  SPCA 

VIII—  Antihemophilic  Factor  (AHF)  , Antihemo- 
philic Factor  A 

IX—  Plasma  Thromboplastin  Component  (PTC) , 
Antihemophilic  Factor  B 

X—  Stuart  — Prower  Factor 

XI—  Plasma  Thromboplastin  Antecedent  (PTA) , 
Antihemophilic  Factor  C 

XII—  Hageman  Factor,  Glass  Contact  Factor 

XIII—  Fibrin  Stabilizing  Factor,  Fibrinase 

*'  VI  or  Prothrombinase  has  been  eliminated  from 
the  accepted  factors. 

Before  going  into  the  details  involved 
in  the  process  of  blood  coagulation  it  would 
be  of  help  to  separate  the  factors  into  some 
basic  groups  which  will  aid  in  a more  ade- 
quate visualization  of  the  general  scheme 
and  help  in  the  interpretation  of  most  coa- 
gulation tests  in  use  today.  First,  it  has  been 
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accepted  for  some  time  that  upon  clotting, 
certain  blood  factors  are  completely  utilized 
and  decomposed,  thus  being  absent  in  the 
serum,  while  others  are  activated  but  not 
decomposed  and  are  still  present  and  detec- 
table in  the  remaining  serum  (Table  II). 

TABLE  II:  EFFECT  OF  BLOOD 
COAGULATION  ON  FACTORS 

Decomposed  during  clottting 
(not  present  in  serum) 

I,  II,  V,  VIII 

Not  decomposed  during  clotting 
(present  in  serum) 

VII,  IX,  X,  XI,  XII 

Secondly,  a reagent  frequently  used  in 
coagulation  tests  consists  of  plasma  adsorbed 
by  either  Ba  SO*  or  A1  (OH) 3.  This  adsorp- 
tion almost  completely  removes  from  such 
plasma  factors  II,  VII,  IX,  and  X,  partially 
adsorbs  XI,  and  leaves  intact  factors  I,  V, 
VIII,  and  XII  (Table  III). 

It  is  of  interest  to  note  that  the  adsorb- 
able  factors  are  all  synthetized  in  the  liver 
and  are  vitamin  K dependent,  therefore  in- 
hibited by  Coumarin  compounds.  Factor  V 
is  also  produced  in  the  liver  but  does  not 
depend  on  adequate  vitamin  K levels;  there- 
fore it  will  be  affected  by  hepatocellular 
disease  but  not  by  vitamin  K deficiency 
states  or  by  its  antagonists.  This  factor  is  ex- 
tremely labile  and  is  only  present  in  fresh 
plasma.  The  Antihemophilic  Factor  (VIII) 
is  also  labile  and  decays  rapidly  in  stored 
blood. 


TABLE  III:  BaSO^  OR  A1  (OH), 
ADSORPTION  OF  PLASMA 

Ck)mpletely  absorbed 
II,  VII,  IX,  X 
Partial  adsorption 
XI 

Present  In  adsorbed  plasma 
I,  V,  VIII,  (XI)  , XII 

The  modern  concept  of  blood  coagulation 
had  its  birth  at  the  end  of  the  last  century. 
By  this  time  the  presence  of  fibrinogen  and 
its  conversion  to  a fibrin  clot  by  an  enzyme 
or  coagulant,  thrombin,  was  established.  In- 
vestigators assumed  the  presence  of  one  in- 
active precursor  of  thrombin  in  plasma, 
prothrombin,  which  was  activated  to  the 
enzyme  form  by  certain  tissue  factors  in  the 
presence  of  Ca"'"*"  It  was  in  1905  that 
Morawitz  in  an  attempt  to  explain  his  own 
observations  and  those  of  others  presented 
what  is  considered  to  be  the  “Classical 
Theory  of  Blood  Coagulation”. 

Scheme  1 : 

Tissue  Thromboplastin 
Ca+  + 

1.  Prothrombin  ■ ■■■  ► Thrombin 

Thrombin 

2.  Fibrinogen  i.— Fibrin 

Several  patients  with  hemorrhagic  disord- 
ers were  definitely  shown  to  be  slow  in  their 
conversion  of  prothrombin  to  thrombin  by 
tissue  extracts.  Their  defect  could  at  least  be 
explained  by  the  available  theory.  Hemo- 
philiacs, on  the  other  hand,  although  known 
to  exist  and  be  severe  bleeders  were  normal 
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in  this  reaction  and  their  exact  defect  could 
not  be  fitted  into  the  scheme  or  adequately 
explained. 

In  the  following  years,  the  identification 
of  patients  having  in  common  a slow  proth- 
rombin conversion  but  whose  defect  was 
mutually  correctable,  led  to  the  discovery 
of  three  additional  factors  besides  proth- 
rombin, namely,  factors  V,  VII,  and  X. 
These  were  carefully  studied  and  each  found 
to  be  necessary  for  an  adequate  prothrombin 
activation.  Their  joint  action,  together  with 
tissue  extracts,  was  assumed  to  lead  to  the 
production  of  a prothrombin  activator  or 
thromboplastin  and  the  original  clotting 
scheme  M^as  modified  as  follows: 

Scheme  2: 

V,  VII,  X,  and  Ca-^ 

1 .  Tissue  extract  > Prothrombinase 

(Thromboplastin) 


Prothrombinase 

2.  Prothrombin  i i . i..  ^ Thrombin 

Ca+  + 


Thrombin 

3.  Fibrinogen  ' ► Fibrin 

Prothrombinase  was  a term  supposed  to 
be  equivalent  to  tissue  derived  thromboplas- 
tin activity  or  as  later  on  it  was  called,  ex- 
trinsic thromboplastin.  Tissue  phospholipids 
were  then  found  to  be  needed  for  adequate 
Thromboplastin  generation  and  incorporated 
in  the  scheme  (reaction  1). 

Scheme  3: 

Tissue  extracts,  phospholipids  L.  p,„,h,ombinase 
Factors  V,  VII,  X and  Ca+  -*■  * 


Prothrombinase,  Ca'*'  + 

2.  Prothrombin  » Thrombin 


3. 


. . Thrombin 

r ibrmogen 


►Fibrin 


Studies  on  hemophilic  patients  contribut- 
ed the  fact  that  certain  plasma  factors  were 
able  to  correct  their  defects  and  led  to  the 
identification  of  three  different  types  of 
hemophilia  whose  defects  were  not  mutually 
corrected  by  similar  blood  fractions.  These 
new  factors  were  subsequently  called:  AHF 
(Hemophilia  A),  PTC  (Hemophilia  B)  and 
PTA  (Hemophilia  C).  Another  deficiency 
infrequently  accompanied  by  bleeding  mani- 
festations was  also  detected,  that  of  Hageman 
factor.  At  the  same  time  work  done  by  dif- 
ferent laboratories  during  this  period  revealed 
that  a very  powerful  prothrombin  activator 
could  also  be  obtained  from  reagents  derived 
entirely  from  normal  blood  and  this  activator 
to  be  slowly  produced  or  defective  in  the 
previously  mentioned  factor  deficiencies.  Plat- 
elets were  shown  to  be  needed  for  this  reac- 
tion. The  concept  of  two  differently  derived 
prothrombin  activators  one  utilizing  tissue 
factors  (extrinsic  activator)  and  the  other  re- 
quiring only  intravascular  factors  (intrinsic 
activator) , was  now  accepted  and  a new 
coagulation  scheme  developed. 


Scheme  4: 


1.  Tissue  extracts  and 
phospholipids 

Factors  V,  VH,  X 
Factors  VIH,  IX, 
XI,  (XH) 

Platelets 


Ca'*'  + 


►Thromboplastin 


Thromboplastin,  Ca  + + 

2.  Prothrombin  Thrombin 


R.  Bacó  Dapcna,  M.D. 


Vol.  57 

476  Número 


Thrombin 

3.  Fibrinogen ^ Fibrin 

Further  studies  showed  that  the  intrinsic 
mechanism  required  the  presence  of  factors 
XII,  XI,  IX,  VIII  X,  V,  platelet  phospho- 
lipid and  Ca+  + for  adequate  activation.  The 
extrinsic  mechanism  needed  tissue  extracts 
and  phospholipids,  factors  VII,  X,  V and 
Ca++.  It  is  immediately  noted  that  certain 
factors  are  common  to  both  systems,  namely, 

X and  V.  Factor  VII  is  used  singly  by  the 
extrinsic  mechanism  while  the  same  happens 
to  factors  VIII,  IX,  XI  and  XII  in  the  in- 
trinsic. 

.Scheme  5:  Intrinsic  mechanism 

1.  Contact  phase:  XII,  XI 

Contact  activation  product 

2.  Thromboplastin  generation  IX,  VIII,  X,  V,  Ca++,  platelets 

Thromboplastin,  Ca.  ■*" 

3.  Prothrombin  ' ■ » Thrombin 


Later  work  showed  that  a preliminary 
activation  of  factor  XII  was  necessary  for 
adequate  stimulation  of  subsequently  involv- 
ed factors  of  the  intrinsic  system  in  vitro. 
This  initial  reaction  is  also  closely  related 
to  factor  XI  but  the  exact  mechanism  in- 
volved is  still  not  clear.  The  reaction  is  now 
referred  to  as  the  “contact  activation”  phase 
and  is  definitely  required  for  normal  in- 
trinsic coagulation  in  vitro.  Its  need  for  in 
vivo  clotting  is  still  debatable.  Therefore,  an 
additional  preliminary  step  has  to  be  added 
to  the  previous  scheme. 


Thrombin 

4.  Fibrinogen  ► Fibrin  clot 

Polymerization 
VII,  Ca-^  + 


tions  during  which  newly  formed  fibrin 
monomer  in  turn  polymerizes  and  finally 
forms  a firm  clot  in  the  presence  of  factor 
XIII  and  Ca++. 


Fibrinogen 
Monomer  ■ 
Polymer  ““ 


The  fibrinogen  to  fibrin  conversion  has 
been  known  to  be  stimulated  by  the  action 
of  thrombin.  Recent  studies  have  shown  this 
to  be  only  the  initial  step  in  a series  of  reac- 


^ Fibrin  monomer  + peptides  A & B 
Polymer* 

fine  clot  XIII,  Ca-*‘+‘,  firm  clot 
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With  all  this  data  in  hand  we  may  now 
attempt  to  illustrate  the  modern  concept  of 
blood  coagulation  by  its  two  most  important 
mechanisms:  intrinsic  and  extrinsic.  Accord- 
ing to  the  new  scheme  the  two  systems  are 


Scheme  6:  Present  Theory 
A 


shown  separately  although  simultaneously 
activated  until  they  reach  a linking  point. 
After  this  the  factors  subsequently  used  are 
common  to  both  systems. 


Intrinsic  (Invitro)  B.  Extrinsic 

Tissue  Extracts 


Platelet  factor  3 


* .'\ctive  factor 


• X-phosph 


Tissue  phospholipid 


V V* 


II Thrombin 


Fibrinogen  ■ 


Fibrin  clot 


Polymerization 
XIII,  Ca  + 


It  is  of  importance  to  point  out  that 
the  exact  order  of  activation  of  the  different 
factors  involved  is  still  not  definitely  clear 
but  the  one  presented  has  been  accepted  by 
most  authorities  in  the  field  as  a logical 
process  based  on  laboratory  observations.  The 


factors  should  be  considered  as  being  nonnal- 
ly  present  in  plasma  in  an  inactive  state 
and  need  to  be  activated  for  adequate  ac- 
tion and  as  mentioned  previously  some  are 
consumed  entirely  during  clotting  while 
others  are  still  present  in  serum. 
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It  should  be  emphasized  that  the  in- 
trinsic mechanism  as  explained  occurs  in 
vitro  and  in  no  way  does  it  mean  an  exact 
process  in  vivo.  It  is  assumed  that  something 
probably  similar  but  of  a more  delicate  and 
complex  nature  is  what  occurs  in  the  human 
being. 

The  concept  of  extrinsic  and  intrinsic 
thromboplastin  systems  (see  scheme  6)  of- 
fers a convenient  way  of  thinking  about  the 
clotting  factors  in  terms  of  which  factors 
affect  which  clotting  tests.  Table  IV  gives 
a list  of  tests  available  in  most  places  to  the 
general  physician.  They  are  divided  as  to 
which  system  they  measure. 

TABLE  IV:  CLOTTING  TESTS  AND  THEIR 
RELATION  TO  THE  TWO  SYSTEMS: 

Extrinsic 

1—  One-stage  prothrombin  time  (Quick) 

2—  2 Stage  prothrombin  time 

3—  Stypven  time 

Intrinsic 

1—  Whole  blood  clotting  time 

2—  Plasma  recalcification  time 

3—  Prothrombin  consumption  test 
(serum  prothrombin) 

4—  Partial  thromboplastin  time  (P.T.T.) 

5—  Thromboplastin  generation  test  (T.G.T.) 

Before  entering  into  a general  discussion 
of  these  tests  it  should  be  pointed  out  that 
the  liberation  of  thrombin  with  the  sub- 
sequent formation  of  a fibrin  clot  is  the  end 
point  for  both  systems,  the  final  common 
path.  This  presents  a handicap  in  the  sense 


that  we  are  forced  to  use  a late  reaction  to 
measure  initial  steps  in  both  systems.  At  the 
same  time,  a deficiency  of  either  prothrombin 
(11)  or  fibrinogen  ( 1 ) will  affect  clotting 
tests  related  to  both  systems. 

Going  back  to  scheme  6 and  Table  IV 
it  is  seen  that  the  extrinsic  system  tests  move 
along  pathway  B;  therefore  measuring  fac- 
tors VII,  X,  V and  II.  Quick’s  one  stage 
prothrombin  time  is  the  most  representative 
test  of  this  reaction.  Patients  with  deficiencies 
of  factors  XII,  XI,  IX  and  VIII  will  have 
abnormal  intrinsic  system  tests  with  normal 
prothrombin  times.  Factors  V and  X will 
give  abnormalities  in  tests  from  both  sys- 
tems. 

For  an  adequate  screening  of  a patient 
suspected  of  having  a deficiency  in  his  blood 
coagulation  a series  of  tests  are  used  involving 
both  systems.  Interpretation  of  results  ob- 
tained usually  leads  to  an  idea  of  which  one 
is  affected.  In  the  case  of  an  intrinsic  me- 
chanism defect  specialized  tests,  such  as  the 
thromboplastin  generation  test  usually,  help 
in  classifying  it  as  a plasma  or  serum  factor 
deficiency.  Specific  tests  are  then  performed 
(including  assays)  based  both  on  the  T.G.T. 
and  P.T.T.  Deficiencies  in  the  prothrombin 
complex  (VII,  X,  IV,  II)  are  also  evaluat- 
ed specifically. 

As  a final  note  it  should  be  clearly  un- 
derstood that  the  tests  mentioned  above  are 
not  100%  effective  in  detecting  coagulation 
defects.  They  vary  in  their  sensitivity  and 
minor  deficiencies  may  be  missed  unless  the 
possibility  of  their  presence  is  suspected  and 
special  tests  and  assays  are  performed.  The 
commonly  used  coagulation  time,  in  fact,  is 
normal  unless  a severe  defect  of  the  intrinsic 
system  is  present,  (factor  concentration  of 
less  than  1%  for  AHF  defficiency) . As  a 
screening  test  in  a mild  bleeder  it  has  no 
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value  unless  accompanied  by  more  sensitive 
tests  like  the  serum  prothrombin  (consump- 
tion), partial  thromboplastin  time  and  ideally 
a T.G.T. 

Summary 

The  present  concepts  on  the  mechanisms 
of  blood  coagulation  are  presented.  The  prin- 
cipal factors  in  the  intrinsic  and  extrinsic 
systems  are  outlined.  The  present  nomencla- 
ture for  the  clotting  factors  is  presetned.  A 
brief  discussion  of  the  clotting  tests  used  to 
measure  the  intrinsic  and  extrinsic  systems 
is  offered. 

Resumen 

Se  presentan  los  conceptos  modernos  so- 
bre los  mecanismos  de  la  coagulación  de  la 
sangre.  Se  discuten  los  factores  principales 


envueltos  en  los  sistemas  intrínsicos  y ex- 
trínsicos  y las  pruebas  de  coagulación  utiliza- 
das para  medir  estos  sistemas.  Se  presenta, 
además,  la  nomenclatura  de  los  factores  de 
coagulación. 
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CASE  REPORT 

COMPLICATED  SUBARACHNOID  HEMORRHAGE 

Jobn  L.  Simon,  M.D. 


Spontaneous  subarachnoid  hemorrhage, 
with  or  without  hypertension,  is  a relatively 
common  neurological  disorder.  In  young  per- 
sons, congenital  aneurysms  of  the  circle  of 
Willis  and  associated  arteries  have  been  fre- 
quently incriminated.  In  older  patients,  de- 
generative diseases  of  the  blood  vessels  and 
hypertension  are  regarded  as  causes.  Sub- 
arachnoid hemorrhage  occurring  in  the 
course  of  subacute  bacterial  endocarditis  is 
believed  to  be  of  embolic  origin. 

The  diagnosis  of  spontaneous  subarach- 
noid hemorrhage  is  relatively  easy  in  the 
classical  case.  When  a young  person  is  sud- 
denly smitten  with  severe  headache  and  stiff- 
ness of  the  neck  with  slow  or  rapid  lapse 
into  stupor,  one  immediately  suspects  this 
syndrome.  Localizing  neurological  signs 
such  as  ophthalmoplegia  or  hemiplegia,  may 
or  may  not  be  present.  The  neck  is  found  to 
be  stiff  and  the  Kernig  and  its  associated 
signs  of  meningeal  irritation  are  present. 
Lumbar  puncture  reveals  bloody  cerebro- 
spinal fuid. 

Headache  in  subarachnoid  hemorrhage  is 
usually  very  severe.  Typically  this  headache 
is  among  the  most  severe  forms  of  cephal- 
algia seen  from  any  cause  and  often  presents 
a snecial  problem  in  its  refractoriness  to 
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measures  for  relief.  In  fact,  management  of 
the  severe  headache,  next  only  to  progres- 
sive stupor  and  coma,  presents  the  main  prob- 
lem in  the  handling  of  the  acute  phase  of 
subarachnoid  hemorrhage. 

Subdural  hematoma,  on  the  other  hand, 
is  usually  of  traumatic  origin.  It  is  generally 
the  result  of  venous  rather  than  of  arterial 
bleeding,  so  it  develops  more  slowly.  Pre- 
ponderantly a space-taking  lesion  itself,  sub- 
dural hematoma  acts  very  much  like  a neo- 
plasm symptomatically.  Hemiparesis  of  the 
opposite  side  of  the  body  from  direct  pressure 
on  the  cerebral  hemisphere,  or  of  the  same 
side  from  contre-coup  pressure,  may  occur; 
so  may  nonlocalizing  consequences  of  in- 
creased intracranial  pressure.  Most  baffling 
of  all,  however,  is  the  tendency  for  sub- 
dural hematoma  to  produce  only  equivocal 
findings,  such  as  a mild  headache,  or  slight 
clouding  of  consciousness,  as  it  slowly  pro- 
gresses beyond  the  point  where  successful 
surgical  intervention  is  possible. 

Subarachnoid  hemorrhage  obtunds  con- 
sciousness early  in  its  course;  subdural  hema- 
toma does  so  later,  if  one  may  venture  on 
such  a comparison  of  two  syndromes  so  dif- 
ferent in  their  initiation  and  progression.  At 
least  it  is  safe  to  say  that  subarachnoid  he- 
morrhage has  usually  manifested  its  pres- 
ence clearly  by  the  time  consciousness  is 
disturbed,  whereas  the  appreciation  of  a 
fluctuation  in  the  patient’s  state  of  awareness 
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may  be  crucial  for  prompt  recognuion  of  a 
subdural  collection  of  blood. 

One  grows  accustomed  to  the  necessity  of 
stressing  to  medical  students  and  physicians 
in  training  the  fact  that  subdural  hematomas 
can  exist  without  the  presence  of  blood  in 
the  cerebrospinal  fluid.  Bloody  fluid  is,  of 
course,  the  sign  of  subarachnoid  (not  per  se 
subdural)  bleeding. 

Headache,  an  organic  mental  syndrome, 
and  stupor  which  terminates  in  coma  may 
accompany  either  subarachnoid  hemorrhage 
or  subdural  hematoma.  In  the  case  to  be 
reported  below  the  organic  mental  syndrome 
overshadowed  the  rest  of  the  clinical  picture. 
While  headache  was  present,  its  prominence 
was  relatively  diminished  in  the  picture  as 
a whole.  It  was  partly  on  this  account  that 
the  true  state  of  affairs  was  not  recognized 
before  the  patient’s  death.  It  was  strongly 
suspected  that  he  suffered  from  a space-tak- 
ing lesion  within  the  skull,  as  indeed  he  did, 
but  it  w’as  not  realized  that  blood,  rather 
than  neoplasm,  made  up  the  morbid  con- 
tent. 

Most  striking  is  the  fact  that  a lumbar 
puncture  several  days  before  death  was  not 
given  its  due  weight.  The  relatively  fresh 
blood  also  present  must  have  obscured  the 
xanthochromia  and  permitted  the  facile  ex- 
planation of  a traumatic  tap.  Because  the 
typical  symptom-complex  of  uncomplicated 
or  so-to-speak  “pure”  subarachnoid  hemor- 
rhage was  not  present,  the  significance  of 
the  cerebrospinal  fluid  findings,  which  should 
have  made  the  diagnosis  of  subarachnoid 
hemorrhage  as  part  of  the  total  picture,  was 
not  grasped. 

Case  Report 

A fifty-year  old  male  entered  the  hospiul  with 
a note  to  the  effect  that  about  two  weeks  earlier 


he  had  had  the  grippe  with  a headache.  The 
headache  persisted  but  was  relieved  by  aspirin. 
Approximately  a week  before  admission  he  was 
found  stuporous  in  his  room.  When  his  physician 
saw  him,  he  was  again  lucid  and  could  answer 
questions.  He  was  sleepy  and  wanted  to  be  left 
alone,  but  made  no  other  complaints.  His  tem- 
perature was  100  degrees  F.  by  rectum.  He  could 
walk  with  slight  difficulty  and  limped  to  one  side. 
He  was  very  large  and  obese;  his  weight  was  es- 
timated as  270  to  300  pounds. 

On  admission  to  the  hospital  the  patient  was 
unconcerned  with  his  surroundings.  His  pupils 
were  equal.  Neck  movements,  including  extension, 
flexion,  lateral  flexion  and  rotation  were  normal. 
Blood  pressure  was  160/90.  Cardiac  action  was 
regular,  with  no  murmurs  or  enlargement  of  the 
heart;  the  pulse  was  100  per  minute. 

Three  days  later,  the  attending  physician’s  note 
recorded  that  the  patient  was  disoriented  as  to  time 
and  place,  with  lucid  intervals  and  relapses.  He 
requested  a neuropsychiatric  consultation,  at  which 
time  the  patient  came  to  the  attention  of  the  pres- 
ent writer. 

On  interview  the  patient  was  alternately  hostile 
and  suspicious  or  apathetic  and  indifferent.  He  was 
guarded  in  replying  to  questions,  and  evidently 
believed  that  he  was  being  requested  to  sign  legal 
papers.  He  spoke  of  his  “lawyer”  and  of  his  “case,” 
accusing  the  consultant  of  being  an  opposing  law- 
yer. Although  oriented  for  time  and  place,  not 
only  did  the  patient  misidentify  the  consultant  but 
he  also  misnamed  his  attending  physician. 

The  optic  discs  were  not  well  seen,  but  the 
right  appeared  elevated  and  the  left  was  suspicious. 
There  was  slight  left  facial  weakness.  The  patient 
dragged  his  right  foot  in  walking.  Other  findings 
were  normal.  It  was  specifically  noted  that  the 
neck  was  supple  and  that  there  was  no  Kernig 
sign.  The  impression  of  the  writer  at  that  time 
was  of  an  organic  psychosis  with  brain  tumor  a 
possible  cause. 

Five  days  after  the  patient’s  admission  the  at 
tending  physician  noted  that  the  patient  complain 
ed  of  frontal  headache  and  of  dizziness  upon  get 
ting  up,  that  he  lacked  self  interest,  and  that  ht 
had  nuchal  rigidity.  Lumbar  puncture  was  carried 
out  two  days  later  and  the  finding  recorded  of  bloo- 
dy fluid  under  pressure  of  41  centimeters  of  water. 
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The  laboratory  report  was  of  cloudy  bloody  cere- 
brospinal fluid,  the  differential  cell  count  of  which 
corresponded  to  that  of  a normal  blood  smear. 

The  patient  continued  to  vary  in  his  behavior. 
Although  he  slept  much  of  the  time,  when  awake 
he  was  hostile,  antagonistic,  abusive,  and  uncooper- 
ative; on  one  occasion  he  voided  in  the  sink,  on 
another  turned  on  a shower,  and  on  still  another 
secreted  a knife  in  his  bedclothes.  He  usually  atfe 
well,  although  at  least  once  he  refused  food.  His 
temperature  fluctuated,  never  rising  above  101.8 
degrees  F.  which  it  reached  eight  days  after  ad- 
mission. His  skull  X-ray  revealed  hyperostosis  of 
the  frontal  bones,  normal  sella,  and  calcified  pineal 
slightly  to  the  left  in  the  anteroposterior  projec- 
tion. Blood  count  was  not  remarkable.  Urinalysis 
revealed  two-plus  albumin  and  occasional  granular 
casts  with  one  to  two  leukocytes,  less  than  one 
erythrocyte,  and  an  occasional  epithelial  cell.  Blood 
N.P.N.  was  40  mg.  per  100  cc.,  and  blood  sugar 
120  mg.  per  100  cc. 

Because  of  the  suspicion  of  a neoplasm,  neu- 
rosurgical consultation  was  requested.  However,  on 
the  eleventh  day  after  admission  the  patient  was 
unconscious.  His  blood  pressure  was  210/130, 
higher  than  previously,  with  a steady  pulse  of  70. 
Lumbar  puncture  was  repeated  and  a “bloody  tap” 
noted  with  a pressure  of  22  cm.  of  water.  The 
patient’s  condition  did  not  improve.  His  breath- 
ing was  stertorous  and  labored.  His  face  was 
flushed  and  cyanotic.  His  respirations  ceased;  his 
pulse  persisted  for  a time  before  it  likewise  ter- 
minated. He  died  that  day  at  11  A.M.,  less  than 
eleven  full  days  after  admission. 

Autopsy  was  carried  out  on  the  date  of  death. 
The  anatomical  diagnosis  was  of  “right  frontal 
and  extensive  subdural  hemorrhage.  Obesity.  Ar- 
teriosclerotic heart  disease.  Basal  congestion  of  lungs 
and  emphysema.”  The  final  diagnosis  was  the  same 
with  the  addition  of  “mild  cirrhosis  of  liver.” 

The  significant  findings  were  intracranial.  There 
was  “congestion  and  bulging  of  the  meninges  with 
extensive  subdural  hemorrhage  involving  the  base 
on  both  sides  and  extending  over  the  right  frontal 
area.  There  are  adherent  blood  clots  over  the  right 
frontal  region,  pons  and  cerebellum.  The  cere- 
brospinal fluid  is  blood-stained.  There  is  an  area 
of  softening  filled  with  blood  and  blood  clots  oc- 
cupying the  right  frontal  region  and  around  the 
anterior  part  of  the  third  ventricle.  This  area  is 


about  the  size  of  a fist  and  the  brain  tissue  is 
infiltrated  by  blood  and  shows  marked  softening. 
The  circle  of  Willis  and  the  cerebral  vessels  show 
moderate  sclerosis  and  thickening.  No  aneurysm 
or  ruptured  vessel  can  be  identified  grossly.”  The 
microscopic  examination  of  the  brain  showed 
“marked  engorgement  of  the  blood  vessels  with 
extravasation  of  blood.  There  is  necrosis  of  the 
brain  tissue  with  infiltration  of  red  blood  cells.” 

Summary 

A case  of  combined  subdural  and  sub- 
arachnoid hemorrhage  is  reported  in  which 
the  organic  mental  syndrome  present  over- 
shadowed the  other  symptoms.  An  early  re- 
cognition of  this  entity  should  be  attempted 
in  order  to  proceed  with  the  indicated  neuro- 
surgical procedure. 

Resumen 

Se  informa  un  caso  con  hemorragia  sub- 
dural y subaracnoidea  donde  el  cuadro  or- 
gánico mental  enmascaró  los  otros  síntomas. 
Se  hace  énfasis  en  la  necesidad  de  reconocer 
estos  casos  rápidamente  para  referirlos  a re- 
cibir el  tratamiento  neuroquirúrgico  indi- 
cado. 


EDITORIAL 


EL  PROGRAMA  DE  SALUD  DEL  CORAZON  DE  PUERTO  RICO 

La  Escuela  de  Medicina  de  la  Universidad  de  Puerto  Rico  ha  recibido 
un  donativo  del  Instituto  Nacional  de  Cardiología  del  Gobierno  Federal  para 
hacer  un  estudio  epidemiológico  prospectivo  sobre  la  enfermedad  de  las  corona- 
rias en  el  hombre  puertorriqueño  de  45-64  años  de  edad. 

Es  interesante  notar  que  las  tasas  de  mortalidad  debido  a enfermedad  de 
las  coronarias  en  Puerto  Rico  es  inferior  a la  informada  en  los  Estados  Unidos. 
(1)  Se  ha  investigado  localmente  la  certificación  de  muertes  a ver  si  ha  habido 
errores  al  llenar  los  certificados  de  defunción.  Durante  el  período  comprendido 
entre  mayo  1,  1963  a octubre  1,1963  se  investigaron  todas  las  muertes  en  perso- 
nas de  20  a 64  años  de  edad  en  el  área  metropolitana  de  San  Juan  incluyendo 
San  Juan,  Santurce,  Río  Piedras,  Bayamón,  Carolina,  Cataño  y Guaynabo.  En 
esta  investigación  se  encontró  que  la  incidencia  más  baja  por  muertes  de  coro- 
narias no  se  debía  a un  error  en  la  certificación  de  la  causa  de  muerte.  (2) 
Llama  la  atención  que  se  practicó  la  autopsia  en  el  53%  de  todas  las  muertes 
durante  ese  período.  Esto  localiza  al  área  metropolitana  de  San  Juan  en  uno  de 
los  porcientos  de  autopsia  más  altos  entre  las  ciudades  desarrolladas  de  Norte 
y Sur  América. 

Otros  estudios,  llevados  a cabo  con  la  cooperación  de  la  División  de  Es- 
tadística del  Instituto  Nacional  de  Cardiología  y el  Departamento  de  Salud  de 
Nueva  York,  han  demostrado  que  esta  incidencia  baja  no  se  debe  a una  migra- 
ción selectiva  de  las  personas  enfermas  para  morir  en  los  Estados  Unidos.  (3)  Se 
ha  demostrado  que  tampoco  había  un  error  significativo  al  expresar  la  edad.  (4). 

Estudios  preliminares  llevados  a cabo  en  el  barrio  Palmarito  de  Corozal 
y en  un  distrito  de  enumeración  en  el  área  urbana  de  Bayamón  señaló  una  di- 
ferencia estadísticamente  significativa  en  cuanto  a dieta,  niveles  de  colesterol 
sérico,  presión  arterial,  peso  promedio  y otros  parametros.  Estas  observaciones 
sugieren  la  posibilidad  de  que  puedan  existir  diferencias  entre  el  puertorrique- 
ño que  reside  en  el  área  urbana  y el  que  reside  en  el  área  rural. 

A base  de  la  información  anteriormente  expuesta  y otros  datos  prelimina- 
res y con  la  cooperación  de  la  División  de.  Estadísticas  y del  Director  de  la  Di- 
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visión  de  Estudios  C olabor ativos  del  Instituto  Nacional  de  Cardiología,  con  la 
del  Dr.  William  Kannel,  Director  del  estudio  de  Framingham,  y con  el  ayuda 
del  Dr.  Abraham  Lillienfeld,  Director  del  Departamento  de  Enfermedades  Cró- 
nicas de  John  Hopkins,  el  grupo  local  en  nuestra  Escuela  de  Medicina  ha  di- 
señado el  estudio  sobre  enfermedades  de  las  coronarias  en  varones  de  45-64 
años  de  edad.  Este  es  conocido  por  el  Programa  de  Salud  del  Corazón  de  Puer- 
to Rico. 

La  muestra  incluye  10,000  varones;  6,500  del  área  urbana  y 3,500  del 
área  rural.  El  programa  ha  comenzado  en  el  área  urbana  de  Bayamón  y área 
rural  de  Naranjito.  Se  extenderá  para  alcanzar  las  cifras  anteriormente  men- 
cionadas al  área  urbana  de  Guaynabo,  Cataño  y Carolina,  y al  área  rural  de 
Comería,  Corozal,  Cidra,  Aguas  Buenas  y Barranquitas.  Los  exámenes  se  hacen 
en  las  facilidades  físicas  localizadas  en  el  antiguo  edificio  del  Preventorio,  en  el 
Centro  Médico,  el  cual  ha  sido  remodelado  para  este  efecto.  . 

La  Junta  de  Planificación  está  haciendo  un  censo  casa  por  casa  en  las 
áreas  a estudiarse  para  determinar  con  certeza  el  número  exacto,  nombre  y di- 
rección de  cada  uno  de  los  varones  de  45  a 64  años  de  edad.  Estas  personas 
reciben  una  cita  por  correo  para  asistir  al  sitio  de  examen.  El  examen  consta  de 
historial  médico,  social,  dietético,  examen  físico,  electrocardiograma,  urinalisis, 
hematocrito,  colesterol  sérico,  triglicéridos  y Upo  proteínas.  A una  sub-muestra 
se  le  hará  ácido  úrico,  metales  en  trazas,  biopsia  de  grasa  y otros  estudios  especia- 
lizados. La  información  se  recoge  en  formas  pre-codificadas  y es  vaciada  en  tar- 
jetas para  ser  procesadas  por  las  máquinas  electrónicas  del  Centro  Médico.  La 
información  médica  obtenida  en  estas  personas  estará  disponible  a los  médicos 
de  cabecera  si  la  persona  así  lo  autoriza.  Estos  pacientes  serán  re-evaluados  dos 
años  más  tarde  para  estudiar  la  incidencia  de  enfermedad  de  las  coronarias. 

A cada  persona  que  comparece  a examen  se  le  da  una  tarjeta  de  identi- 
ficación y se  instruye  para  que  notifique  a la  oficina  de  estudio  cada  vez  que  se 
enferma  o es  hospitalizado.  El  éxito  del  estudio  depende  en  gran  parte  de  la  ayu- 
da de  los  médicos  que  practican  en  estas  áreas  ya  que  pueden  interesar  y motivar 
a las  personas  citadas  a asistir  al  examen  y ofrecer  información  cuando  éstas  se 
enferman.  La  Asociación  Médica  de  Puerto  Rico  quiere  invitar  a sus  asociados 
a que  cooperen  con  todos  los  medios  a su  alcance  al  éxito  de  este  programa. 

Mario  R.  García-Palmieri,  M.D.,  F.A.C.P.,  F.A.C.C. 
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RESUMENES 

Hemodynamic  Response  to  Antihypertensive 
TheT?i-py  (Respuesta  Hemodinámica  a Terapia  An- 
tihipertensiva)  Brest,  A.  N.  JAMA  192:  41,  1965. 

Un  gran  avance  en  el  tratamiento  de  hiperten- 
sión ha  sido  la  introducción  de  drogas  que  afectan 
el  metabolismo  de  catecolaminas.  Tres  de  estas  dro- 
gas están  disponibles:  guanetidina,  metildopa  y 
pargilina. 

La  hipertensión  esencial  se  caracteriza  por  au- 
mento en  la  resistencia  vascular  periférica  con  un 
débito  cardíaco  normal.  El  flujo  sanguíneo  a los 
riñones  eventualmente  disminuye  si  la  hiperten- 
sión es  sostenida.  La  mejor  droga  debía  ser  una 
que  baje  la  presión  reduciendo  la  resistencia  vas- 
cular periférica  sin  reducir  el  débito  cardíaco  o la 
hemodinámica  renal. 

Guanetidina  baja  el  débito  cardíaco  sin  afectar 
significativamente  la  resistencia  vascular  periférica. 
Al  bajar  el  débito  cardíaco  también  disminuye  el 
flujo  sanguíneo  a los  riñones  y la  filtración  glo- 
merular. La  droga  es  conveniente  por  su  potencia 
comparable  a la  de  los  agentes  ganglioplégicos  sin 
tener  un  efecto  parasimpatolítico. 

Metildopa  baja  la  presión  principalmente  por 
reducción  en  la  resistencia  vascular  periférica  sin 
cambios  significativos  en  el  débito  cardíaco.  Al 
reducir  la  resistencia  vascular  renal  aumenta  el 
flujo  sanguíneo  a los  riñones  y la  filtración  glo- 
merular. Esta  característica  la  hace  útil  en  el  tra- 
tamiento de  hipertensión  debido  a enfermedad  re- 
nal. Su  potencia  es  menor  a la  de  guanetidina.  Su 
efecto  máximo  como  el  de  guanetidina  es  en  la 
(Kjsición  ortostática. 

Pargilina  al  igual  que  metildopa  tiene  un  efecto 
hipotensor  mediado  principalmente  por  reducción 
en  la  resistencia  vascular  periférica.  La  hemodiná- 
mica renal,  sin  embargo,  está  reducida  en  cierto 
grado  aunque  no  tanto  como  con  guanetidina.  Su 
potencia  es  igual  al  de  guanetidina  y su  efecto 
máximo  es  también  en  posición  ortostática. 


Las  dosis  efectivas  de  estas  drogas  disminuyen 
con  el  uso  concomitante  de  diuréticos.  El  autor 
recomienda  como  tratamiento  inicial  de  hiperten- 
sión el  uso  de  un  diurético  solamente  para  hiper- 
tensión leve  (diastólica  de  90-110),  un  diurético 
y metildopa  o Rauwolfia  para  hipertensión  mode- 
rada (diastólica  de  110-130)  y un  diurético  y par- 
gilina o guanetidina  para  hipertensión  severa  (dias- 
tólica de  130  o más) . 

Fermín  Mateo,  M.  D. 


Peripheral  Vascular  Syndromes  Associated  with 
SystemicLupus  Erythematosus  (■Síndromes  Vascula- 
res Periféricos  Asociados  con  Lupus  Eritematoso  Di- 
seminado) Alarcón-Segovia,  D.  and  Osmudson,  P. 
J.  Ann.  Int.  Med.  62:  907,  1965. 

Los  autores  repasaron  la  literatura  sobre  las 
manifestaciones  vasculares  periféricas  del  lupus 
eritematoso  diseminado  y presentaron  11  ca- 
sos que  fueron  vistos  en  la  Clínica  Mayo  desde 
1956  a 1962.  En  siete  pacientes  ocurrieron  oclusio- 
nes arteriales  periféricas  y seis  pacientes  desarro- 
llaron úlceras  crónicas  en  las  piernas.  La  simpa- 
tectomía  no  fue  beneficiosa  en  los  casos  en  que 
se  practicó.  En  tres  pacientes  se  observó  trombo- 
flebitis superficial  recurrente  y uno  de  ellos  tenía 
crioglobulinas.  En  otros  tres  pacientes,  que  pre- 
sentaban otras  lesiones  vasculares,  se  manifestó  el 
fenómeno  de  Raynaud.  Esta  es  la  manifestación 
vascular  periférica  más  frecuente  en  lupus.  En  al- 
gunos pacientes  se  observó  lividez  reticular. 

Las  manifestaciones  periféricas  de  lupus  son 
raras,  pero  los  casos  presentados  demostraron  que 
éstas  tienden  a ser  múltiples  y recurrentes.  En  sie- 
te de  los  pacientes  hubo  dos  o más  manifestaciones 
durante  un  período  de  observación  de  7 años.  Los 
corticoesteroides  no  habían  sido  usados  en  ocho 
de  los  pacientes  antes  de  demostrar  las  lesiones  y 
en  cuatro  pacientes  mejoraron  las  lesiones  vascu- 
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lares  con  corticoesteroides.  Se  menciona  la  dificul- 
tad en  diferenciar  la  artritis  reumatoidea  con  ma- 
nifestaciones artríticas  y lesiones  vasculares. 

Concluyeron  los  autores  que  varios  síndromes 
periféricos  que  incluyen  el  fenómeno  de  Ray- 
naud, oclusiones  arteriales,  úlceras  crónicas  en  las 
piernas,  lividez  reticular  y tromboflebitis  recu- 
rrentes son  parte  de  la  evolución  natural  del  lupus 
eritematoso  diseminado. 

Noman  Maldonado,  M.  D. 

The  Corticosteroid  Treatment  of  Acute  Myo- 
cardial Infarction.  (El  empleo  de  corticoesteroides 
en  el  tratamiento  de  Infarto  del  Miocardio  agudo) 
Siever,  J.  Johansson,  B.W.  and  Neilson,  S.E.  Car- 
diología 45:  65,  1964 

Este  artículo  presenta  los  resultados  de  un  es- 
tudio clínico  doble  a ojo  vendado  sobre  el  efecto 
de  corticoesteroides  en  infarto  agudo  del  miocardio. 

Se  les  dió  placebo  o prednisona  a 132  casos  de 
infarto  con  un  comienzo  clínico  de  menos  de  24 
horas  antes  de  ser  admitidos.  En  los  que  se  dió 
prednisona  se  comenzó  con  30  miligramos  y luego 
fue  disminuyendo. 

No  hubo  cambios  significativos  en  la  mortali- 
dad entre  los  grupos  tratados  con  esteroides  y el 
tratado  con  placebo. 

No  hubo  ninguna  diferencia  en  la  frecuencia 
de  disturbios  de  ritmo  o trastornos  de  conducción. 

El  tratamiento  con  esteroides  a las  dósis  em- 
pleadas no  causó  ninguna  influencia  en  los  resul- 
tados de  pruebas  de  laboratorio  que  se  consideran 
diagnósticas  o de  valor  pronóstico  en  casos  de  in- 
farto. 

Se  concluye  que  no  se  obtienen  ningunos  efectos 
beneficiosos  con  el  tratamiento  de  enfermos  de  in- 
farto agudo  del  miocardio  con  dósis  orales  mo- 
deradas de  esteroides. 

Francisco  X.  Veray,  M.  D. 

Treatment  of  Atrial  Fibrillation  After  Surgical 
Repair  of  the  Mitral  Valve.  (Tratamiento  de  Fibri- 
lación  auricular  luego  de  cirugía  reparadora  de  la 
válvula  mitral)  Selzer,  A.  and  Kelly,  J.J.  Ann.  Int. 
Med.  Vol.  62,  June  1965 

Este  estudio  se  basa  en  una  serie  de  484  pa- 


cientes con  enfermedad  mitral  valvular  que  fueron 
operados.  Al  momento  de  operación  54%  tenían  fi- 
brilación  auricular  crónica.  Cincuenta  y cinco  por 
ciento  de  los  pacientes  se  trató  luego  de  operados 
para  convertirlos  a ritmo  sinusal.  Durante  los  úl- 
timos 4 años  (2/3  partes  de  la  serie)  se  convirtie- 
ron rutinariamente.  El  éxito  de  la  conversion 
usando  quinidina,  electrocardioversión  o ambas 
fue  de  41.5%. 

El  curso  a largo  plazo  de  estos  pacientes  demos- 
tró que  la  mitad  de  ellos  recurría  a fibrilación 
auricular  luego  de  1 - 2 años  después  de  la  ope- 
ración. La  oportunidad  de  mantener  un  ritmo  si- 
nusal permanente  luego  de  cirugía  mitral  en 
aquellos  casos  con  fibrilación  es  de  1 en  5. 

Se  analizaron  los  factores  que  influencian  el 
éxito  del  tratamiento.  Favorecen  el  éxito  el  co- 
mienzo corto  de  la  fibrilación  antes  de  la  opera- 
ción, edad  y los  buenos  resultados  quirúrgicos. 
Una  comparación  entre  cardioversión  química  con 
quinidina  y cardioversión  eléctrica  con  un  desfi- 
brilador  de  corriente  directa  demostró  que  con- 
vertían dos  veces  más  pacientes  con  desfibrilador 
de  corriente  directa.  Pero  la  incidencia  de  recu- 
rrencia en  ambos  procedimientos  era  elevadísima  y 
las  cifras  finales  para  ambos  procedimientos  eran 
idénticas. 

De  los  pacientes  que  fueron  operados  con  ritmo 
sinusal  34%  desarrollaron  fibrilación  auricular  2 - 
10  días  después  del  procedimiento. 

El  desarrollo  de  la  disritmia  en  el  período  ope- 
ratorio se  relaciona  a trauma  quirúrgico  y no  es 
específico  de  la  enfermedad  mitral  valvular.  En 
algunos  casos  postoperatoriamente  convirtie- 
ron espontáneamente  a ritmo  sinusal.  En  otros 
casos  el  ritmo  sinusal  puede  restaurarse  mediante 
quinidina  o “shock”  con  corriente  directa.  Recu- 
rrencias tardías  de  la  arritmia  son  raras;  no  im- 
porta estén  estos  casos  en  dosis  de  mantenimiento 
de  quinidina. 

La  diferencia  entre  fibrilación  post  operatoria  y 
crónica  se  ha  enfatizado  desde  el  punto  de  vista  de 
pronóstico  y manejo.  En  la  primera  el  tratamiento 
es  mandatorio  y en  la  segunda  hay  que  valorar 
la  oportunidad  que  tiene  el  paciente  a la  luz  del 
éxito  fallido  y de  lo  difícil  que  es  la  mantención 
del  ritmo  normal  . 

Francisco  X.  Veray,  M.  D. 
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Treatment  of  Stokes-Adams  Disease.  (Trata- 
miento de  la  Enfermedad  de  Stokes-Adams)  Ellis, 
FM.  and  Manning,  P.  Proc.  Mayo  Clin,  39:945,  1954. 

Disociación  atrioventricular  intermitente  o per- 
manente puede  dar  episodios  de  inconsciencia  co- 
nocidos como  ataques  de  Stokes-Adams.  Estos  epi- 
sodios se  deben  a asístole  cardíaco  o a una  arritmia 
ventricular  con  daño  a la  circulación  cerebral  con- 
comitante. Estos  episodios  pueden  terminar  fatal- 
mente. 

Se  creía  antes  se  debía  a enfermedad  coronaria 
o hipertensiva  en  su  inmensa  mayoría;  pasando 
luego  a lugar  secundario  causas  como  enfermedad 
reumática  cardíaca,  intoxicación  digitálica  y lesio- 
nes congénitas.  Modernamente  en  estudios  necro- 
lógicos se  ha  demostrado  que  la  causa  más  común 
es  un  proceso  fibrótico  no  específico  envolviendo 
el  miocardio  y el  tejido  de  conducción  o una  en- 
fermedad aislada  del  tejido  conductivo. 

El  tratamiento  médico  de  bloqueo  completo  car- 
díaco en  general  ha  sido  insatisfactorio.  Se  han 
usado  drogas  simpatomiméticas  por  muchos  años; 
el  empleo  sublingual  de  Isoproterenol  es  fructífero 
en  casos  leves  y el  uso  intravenoso  de  isoproterenol 
y epinefrina  es  beneficioso  en  la  prevención  de  ta- 
quicardia ventricular  y fibrilación  antes  de  im- 
plantar un  marcapaso. 

Se  ha  visto  éxito  en  la  administración  de  lac- 
tato  sódico  molar  intravenoso  y el  uso  oral  de 
clorotiazida;  pero  este  es  esporádico. 

Los  corticosteroides  han  tenido  poco  uso  ya 
que  dicho  bloqueo  en  casos  de  infarto  del  miocar- 
dio desaparece  un  90%  de  los  que  sobreviven  a las 
2 semanas. 

Se  debe  quitar  los  digitálicos  y el  uso  de  qui- 
nidina  y pronestyl  está  contraindicado  aún  en  ca- 
sos donde  el  episodio  de  Stokes-Adams  lo  cause 
una  taquicardia  ventricular. 

La  terapia  médica  se  debe  abandonar  rápida- 
mente a favor  de  marcapasos  implantables  si  no 
hay  éxito  en  el  control  de  los  episodios.  Los  mar- 
capasos pueden  ser  mediante  electrodos  implanta- 
dos externamente;  electrodos  implantados  inter- 
namente con  una  fuente  de  fuerza  externa;  y las 
unidades  de  marcapasos  implantables  internos. 

La  indicación  principal  para  implantar  un  mar- 
capaso en  episodios  de  Stokes-Adams  y la  presencia 
de  un  solo  episodio  de  Stokes-Adams  es  suficiente 
para  considerar  seriamente  la  implantación  de  un 


marcapaso  particularmente  si  el  ataque  se  debe  a 
taquicardia  ventricular  o fibrilación.  Un  paciente 
que  haya  tenido  varios  ataques  de  Stokes-Adams 
debe  ciertamente  implantársele  un  marcapaso;  en 
especial  si  la  terapia  médica  no  tuvo  éxito.  La  in- 
dicación más  importante  es  síncope  en  caso  de 
un  bloqueo  completo  pero  a esta  se  le  añade 
bradicardia,  síndrome  de  débito  cardíaco  bajo 
produciendo  fallo,  angina,  isquemia  cerebral  o 
intolerancia  al  ejercicio. 

Los  autores  hacen  un  recuento  de  sus  experien- 
cias con  38  pacientes  a partir  del  1960  donde  se 
'ha  usado  marcapaso;  37  eran  adultos  y 35  habían 
tenido  ataques  de  Stokes-Adams  repetidos  y 1;  un 
niño  de  6 años  donde  el  bloqueo  estaba  relacio- 
nado con  cirugía  cardíaca.  No  se  buscó  el  meca- 
nismo de  todos  los  ataques  pero  se  vió  que  el  más 
común  era  paro  ventricular.  El  hallazgo  electro- 
cardiográfico  más  común  fue  bloqueo  atrioventricu- 
lar completo  con  desviación  del  eje  a la  izquierda 
o con  configuración  tipo  bloqueo  de  rama  derecha 
pero  había  mucha  gama  de  variaciones.  Los  au- 
tores dan  el  siguiente  manejo  en  pacientes  con 
“Episodios  de  Stokes-Adams”; 

Se  debe  tener  trazado  constante  del  electrocar- 
diograma, aplicar  electrodos  de  marcapaso  externo 
para  ser  usado  en  cualquier  eventualidad  adversa; 
tan  pronto  como  sea  posible  avanzar  hacia  el  ven- 
trículo derecho  usando  la  vena  anticubital  derecha 
un  catéter  con  electrodo  dipolar  y comenzar  el 
marcapaso;  controlar  el  fallo  cardíaco  y cuando  el 
paciente  esté  en  condiciones  óptimas  de  soportar 
un  procedimiento  quirúrgico  implantarle  un  mar- 
capaso interno  permanente.  Luego  del  post  operato- 
rio se  le  instruye  al  paciente  para  reportar  cualquier 
cambio  en  su  pulso. 

Es  el  sentir  de  estos  autores  que  se  le  debe  re- 
comendar implantación  de  marcapaso  a cualquier 
persona  con  evidencia  bona  fide  de  Stoke-Adams 
usando  antes  del  paso  final  de  implantación  un 
marcapaso  interno  temporero  tipo  dipolar  donde 
el  electrodo  está  en  un  catéter. 

Francisco  X.  Veray,  M.D. 


Frequency  of  Pulmonary  Thromboembolism  in 
man  (Frecuencia  de  Tromboernbolismo  Pulmonar 
en  el  Hombre)  Freiman,  D.G.,  Suyemoto,  J.  and 
Wessler,  S.  New  Eng.  J.  Med.  212:  1278,  1965. 
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La  incidencia  promedio  de  embolias  pulmona- 
res  en  autopsias  rutinarias  de  adultos  se  dice  ser 
alrededor  de  10%.  Por  medio  de  un  examen  minu- 
cioso de  las  arterias  pulmonares,  sin  embargo,  los 
autores  encontraron  embolias  en  39  de  61  autopsias 
consecutivas  en  adultos  (64%)  . La  edad  promedio 
de  los  pacientes  fue  de  67  años.  Cuarenta  y uno 
por  ciento  eran  problemas  cardiovasculares  y 17% 
eran  casos  de  cáncer.  En  todos  los  casos  las  arterias 
pulmonares  se  disecaron  hasta  donde  tienen  un 
diámetro  de  dos  milímetros.  Toda  lesión  sospechosa 
y además  de  dos  a cinco  secciones  de  la  periferia 
de  los  pulmones  se  sometieron  a examen  micros- 
cópico. De  los  39  casos  con  embolias  sólo  17  (29%) 
eran  suficientemente  obvios  para  reconocerse  rá- 
pidamente. El  resto  no  se  hubiese  encontrado  de 
no  ser  minucioso  el  examen.  Sólo  3 casos  se  habían 
diagnosticado  clínicamente  y estos  tenían  embolias 
grandes.  Nueve  casos  (15%)  tenían  embolias  re- 
cientes y 30  casos  (85%)  embolias  ya  organizadas. 

Fermín  Mateo,  M.D. 


A G)ntrolled  Double-Blind  Study  of  the  Hem. 
atologic  Toxicity  of  Chloramphenicol.  (Un  Estudio 
Controlado  de  la  Toxicidad  Hematológica  del  Clo- 
ramfenicol)  Scott,  J.  L.,  Finegold,  S.  M.,  Bukin, 
G.A.  and  Lawrence,  J.  S.  New  Eng.  J.  Med.  272:1137, 
1965. 

Aunque  el  Cloramfenicol  es  una  causa  conocida 
de  anemia  aplástica  su  uso  continúa  debido  a las 
pocas  reacciones  y a la  eficacia  del  antibiótico.  El 
estudio  presentado  trata  de  definir  la  relación  entre 
la  dosis  y la  toxicidad  a la  médula  osea.  Se  selec- 
cionaron pacientes  arbitrariamente  y se  les  dió  2 
gm.  de  Cloramfenicol  a un  grupo  y 6 gm.  al  otro, 
usando  un  grupo  de  controles. 

La  incidencia  de  anormalidades  hematológicas 
en  los  20  pacientes  que  recibieron  2 gm.  de  Cloram- 
fenicol diarios  no  diferió  apreciablemente  en  com- 
paración con  los  controles.  En  el  grupo  tratado 
con  6 gm.  por  día  de  Cloramfenicol  hubo  depre- 
sión eritropoyética  en  18  de  21  pacientes,  entre  los 
cuales  14  tuvieron  trombocitopenia  y 3 leucopenia. 
Se  observó  vacuolización  de  los  eritroblastos  en  15 
de  los  casos  examinados.  La  desaparición  de  hierro 
radioactivo  del  plasma  fue  prolongada  y los  re- 
cuentos de  reticulocitos  fueron  bajo  lo  normal. 


Después  de  la  segunda  semana  disminuyó  el  hema- 
tocrito  y las  plaquetas  mientras  que  los  leucocitos 
se  mantuvieron  normales. 

Se  encontró  que  niveles  plasmáticos  mayores 
de  25  microgramos  por  mililitro  de  la  droga  estaban 
asociados  con  depresión  de  la  médula  osea,  la  cual 
desaparecía  rápidamente  al  descontinuarla.  Esta 
depresión  de  la  médula  osea  puede  que  no  esté 
relacionada  al  problema  de  aplasia  medular,  en 
algunos  casos,  donde  sólo  se  han  dado  unos  días 
de  tratamiento.  En  estas  circunstancias  debe  existir 
una  susceptibilidad  individual.  La  mayoría  de  los 
casos  de  anemia  aplástica  informados  han  estado 
asociados  con  dosis  dos  a cuatro  veces  mayores  a 
las  recomendadas.  Sugieren  los  autores  que  no  se 
usen  dosis  mayores  de  25  a 30  mg.  por  kilo  por 
día  ya  que  ésta  produce  niveles  terapéuticos  ade- 
cuados. 

Norman  Maldonado,  M.D. 


The  Relationship  of  Cardiovascular  Disease  to 
Hyperglycemia  (La  Relación  entre  Enfermedad 
Cardiovascular  e Hiperglicemia)  Ostrander,  L.D., 
Francis,  T.,  Hayner,  N.,  Kjelsberg,  M.  and  Epstein 
F.  Ann.  Int.  Med.  62:  1188,  1965. 

Con  el  aumento  en  el  promedio  de  vida,  la 
complicación  principal  en  diabetes  ha  pasado  a 
ser  la  enfermedad  cardiovascular.  Además  de  lesio- 
nes capilares,  las  complicaciones  vasculares  incluyen 
hipertensión,  enfermedad  cerebrovascular,  arte- 
riosclerosis coronaria  y enfermedad  vascular  peri- 
férica. Hay  abundante  evidencia  sobre  la  presen- 
cia de  una  más  temprana  y más  severa  enfermedad 
vascular  en  los  pacientes  diabéticos,  pero  se  le  ha 
prestado  poca  atención  a la  presencia  de  anorma- 
lidades en  el  metabolismo  de  hidratos  de  carbono 
entre  personas  padeciendo  de  enfermedad  vascular. 
En  varios  estudios  epidemiológicos,  no  se  sugiere 
la  presencia  de  una  relación  significativa  entre 
anormalidades  en  metabolismo  de  glucosa  y enfer- 
medad vascular. 

Los  autores  han  estudiado  la  población  de  Te- 
Reportan  sus  hallazgos  concernientes  a la  prevalen- 
factores  influyentes  en  la  salud  de  una  población. 
Reportan  sus  hallazgos  concernientes  a la  prevalen- 
cia de  diabetes  y sus  complicaciones  vasculares. 
Hallaron  87  diabéticos  entre  4687  habitantes; 
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estos  padecían  de  más  enfermedad  vascular  que 
la  esperada  en  la  población  con  la  excepción  de 
hipertensión. 

Entre  la  población  padeciendo  de  enfermedad 
vascular,  determinaron  la  prevalencia  de  niveles 
elevados  de  glucosa  en  la  sangre.  Se  encontró  una 
proporción  mayor  de  hiperglicemia,  de  valor  esta- 
dístico significativo,  en  la  población  con  enfermedad 
coronariana.  Esto  se  repetió  en  personas  cuyo  elec- 
trocardiograma demostraba  inversión  de  la  onda  T. 
En  mujeres  padeciendo  de  enfermedad  cerebrovas- 
cular o enfermedad  vascular  periférica  también 
era  de  valor  significativo;  en  los  hombres  la  pro- 


porción era  mayor,  aunque  no  tan  significativa. 
En  hombres  con  hipertensión,  tanto  sistólka  como 
diastólica,  la  proporción  de  hiperglicemia  fue  ma- 
yor; en  las  mujeres,  aunque  la  proporción  era 
mayor  que  la  esperada,  no  tenía  tanta  significación 
estadística.  Tomando  en  consideración  todos  los 
g;rupos  a base  de  edad  y sexo,  se  delató  una  pro- 
porción mayor  de  hiperglicemia  en  cada  manifes- 
tación de  enfemedad  vascular,  comparada  a la 
presente  entre  personas  de  la  misma  edad  y sexo 
en  la  población  total.  Este  hallazgo  se  considera 
único  entre  los  estudios  epidemiológicos  hasta  el 
presente. 

Julián  Vázquez  Plard,  M.D. 


NOTICIAS 


Locales 

CARTAS  AL  EDITOR:  El  Boletín  aceptará 
para  publicación  cartas  de  sus  lectores  que  con- 
tengan comentarios  sobre  los  artículos  publica- 
dos o sobre  otros  asuntos  de  interés  para  la  pro- 
fesión. Estas  deberán  ser  breves  y estarán  sujetas 
a aprobación  por  la  Junta  Editora  y a alteracio- 
nes editoriales  igual  que  lo  es  todo  material  acep- 
tado para  publicación  en  el  Boletín. 

FOTOCOPIADORA  DE  LA  BIBLIOTECA  DE 
LA  ESCUELA  DE  MEDICINA.  La  Biblioteca  de 
la  Escuela  de  Medicina  ha  adquirido  una  fotoco- 
piadora  Xerox,  la  cual  está  disponible  para  foto- 
copiar  manuscritos,  bien  sea  de  libros  encuader- 
nados o revistas  científicas.  Se  cobrarán  10  centa- 
vos por  hoja  de  exposición  usada  a todos  aque- 
llos individuos  afiliados  a la  Escuela  de  Medicina, 
la  Escuela  Dental  y el  Centro  Médico.  Médicos  u 
otros  individuos  no  afiliados  a estas  instituciones 
pagarán  20  centavos  por  cada  hoja  de  exposición 
usada.  Este  servicio  estará  disponible  de  lunes  a 
viernes  de  8:00  A.M.  a 3:30  P.M. 

Oct.  13-15.  Conferencia  sobre  cirugía  auspiciada 
por  la  Academia  Americana  de  Práctica  General. 
Oct.  22-23.  Asamblea  Anual  del  American  College 
of  Physicians,  Edificio  de  la  AMPR. 

Oct.  27.  Reunión  extraordinaria.  Sección  de  Ciru- 
gía. 

Nov.  9-13.  Convención  Anual  de  la  Asociación 
Médica  de  Puerto  Rico,  en  el  Hotel  San  Jeró- 
nimo Hilton. 

Die.  2-5.  Asamblea  Anual  de  la  Sociedad  Médica 
del  Distrito  Sur  de  la  Asociación  Médica  de 
Puerto  Rico. 

Die.  7-8.  Speech  Training  Seminar,  Mayagüez, 
P.R.,  Mayagüez  Hilton  Hotel. 


Nacionales 

CHEST  PHYSICIANS  RESIDENT  LOAN 
FUND.  The  American  College  of  Chest  Physi- 
cians offers  loans  to  resident  physicians  in  the 
United  States  and  Canada  to  assist  them  in  com- 
pleting their  residencies  in  cardiovascular  and 
pulmonary  diseases.  The  Resident  Loan  Fund  was 
established  by  the  Board  of  Regents  of  the  Col- 
lege. Acceptable  residents  may  borrow  up  to 
$3,000.00  at  3 per  cent  interest.  These  Loans  are 
available  to  both  medical  and  surgical  residents  in 
approved  hospitals. 

Application  forms  may  be  secured  by  writing 
to  the  Committee  on  Resident  Loan  Fund,  Amer- 
ican College  of  Chest  physicians,  112  East  Chesnut 
Street,  Chicago,  Illinois  60611. 

A NATIONAL  PROGRAM  TO  CONQUER 
HEART  DISEASE,  CANCER  AND  STROKE.  - 
VOLUME  II,  Report  by  the  President’s  Commis- 
sion on  Heart  Disease,  Cancer  and  Stroke.  The 
second  volume  of  the  report  of  the  President's 
Commission  on  Heart  Disease,  Cancer  and  Stroke 
publishes  full  reports  of  the  subcommittees  and 
the  source  papers,  prepared  by  staff  members. 
This  material  is  based  on  testimony  of  expert 
witnesses  and  intense  study  of  the  literature.  It 
provides  guidelines  and  fresh  data  for  the  aims 
of  State  health  departments,  schools  of  the  health 
professions,  municipal  governments,  research  ins- 
titutions, hospitals,  foundations,  and  voluntary 
organizations.  The  papers  open  new  pathways  of 
research  and  health  practice.  In  addition  to  sub- 
committee reports  and  staff  papers  on  heart  dis- 
ease, cancer,  stroke,  research,  rehabilitation,  man- 
power, communications,  and  facilities,  this  volume 
contains  a monumental  report  on  the  economic 
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costs  of  cardiovascular  diseases  and  cancer  and  a 
summary  of  a conference  of  experts  on  the  econ- 
omics of  medical  research.  1965. 

656  p.  il. 

Catalog  No.  Pr  36.8:H35/P  94/vol.  2 

$3.00  per  copy. 

If  interested,  order  from: 

Superintendent  of  Documents 
Government  Printing  Office 
Washington,  D.  C.  20402. 

ADVICE  TO  AUTHORS:  The  American  Asso- 
ciation has  prepared  a guide  for  physicians  who 
plan  to  submit  manuscripts  to  any  of  the  Asso- 
ciation’s ten  specialty  journals.  This  guide  will 
help  you  a great  deal  if  you  are  planning  to  sub- 
mit manuscripts  for  publication  in  practically  any 
scientific  medical  journal. 

If  you  are  interested  in  obtaining  a copy  of 
this  booklet  write  to: 

Junta  Editora 

Boletín  Asociación  Médica  de  Puerto  Rico 
Apartado  9111 

Santurce,  Puerto  Rico  00908. 

Oct.  11-15  Americal  College  of  Physicians  Post- 
graduate Course  — Morphologic  Biochemical 
and  Clinical  Aspects  of  Hepatic  Disease,  Chica- 
go, III. 

If  interested  write  to: 

American  College  of 
Physicians,  4,200  Pine 
Street,  Philadelphia,  Pa. -19104. 

Oct.  18-22.  American  College  of  Physicians  Post- 
graduate Course  — Rheumatic  Diseases  Pathol- 
ogy,  Diagnosis  and  Treatment,  Boston,  Mass. 

If  interested  write  to: 

American  College  of  Physicians 
4200  Pine  Street 
Philadelphia,  Pa.  19104. 

Oct.  25-27.  American  College  of  Physicians  Post- 
graduate Course  — Molecular  Biology:  Its  Im- 
plications for  Modern  Medicine,  Chicago,  111. 

If  interested  write  to: 

American  College  of 
Physicians,  4200  Pine  Street, 

Philadelphia,  Pa.  19104. 

Nov.  1-5.  American  College  of  Physicians  Post- 


graduate Course  — Psychiatry  for  the  Internist, 
Denver,  Colorado. 

If  interested  write  to: 

American  College  of 
physicians,  4200  Pine  Street, 

Philadelphia,  Pa.  19104. 

Nov.  8-12.  American  College  of  Physicians  Post- 
graduate Course  — Review  of  Advances  in  In- 
ternal Medicine,  Brooklyn,  N.Y. 

’If  interested  write  to: 

American  College  of 
Physicians,  4200  Pine  Street, 

Philadelphia,  Pa.  19104. 

Nov.  15-19.  American  College  of  Physicians  Post- 
graduate Course  — pathophysiological  Basis 
of  Therapeutics,  Lexington,  Ky. 

If  interested  write  to: 

American  College  of  Physicians 
4200  Pine  Street, 

Philadelphia,  Pa,  19104. 

Nov.  28,  1965.  The  Seventh  National  Conference 
on  the  Medical  Aspects  of  Sports,  sponsored  by 
the  American  Medical  Association  under  the 
auspices  of  the  AMA  Committee  on  the  Medical 
Aspects  of  Sports,  will  be  held  in  Philadelphia, 
Pennsylvania,  at  the  Benjamin  Franklin  Hotel. 

Those  interested  in  receiving  further  infor- 
mation concerning  the  Cpnference  should  ad- 
dress. the  Secretary,  Committee  on  the  Medical 
Aspects  of  Sports,  American  Medical  Associa- 
tion 535  North  Dearborn  Street,  Chicago,  Illinois 
60610. 

Dec.  6-10.  American  College  of  Physicians  Post- 
graduate Course  — Psychiatry  for  the  Internist, 
Los  Angeles,  Calif. 

If  interested  write  to: 

American  College  of  Physicians 
4200  Pine  Street 
Philadelphia,  Pa.  1904 

Internacionales 

Oct.  1-4,  1966.  International  College  of  Surgeons 
International  Biennial  Congress  will  be  held  on 
Mexico  City,  Mexico. 

Oct.  4-11,  1967  International  College  of  Surgeons, 
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International  Biennial  Congress  will  be  held  on 
Tokyo,  Japan. 

Nov.  5-11,  International  Congress  of  Pediatrics,  Oh- 
kura  Hotel,  Tokyo,  Japan,  Dr.  Kenji  Nakamura, 
Dept,  of  Pediatrics,  University  of  Tokyo,  Moto- 
fujicho,  Bunkyoku,  Tokyo,  Japan,  Gen.  Sec’y. 


Instrucciones  para  los  Autores: 

El  Boletín  acepta  para  su  publicación 
artículos  relativos  a medicina  y cirugía  y las 
ciencias  afines.  Igualmente  acepta  artículos 
especiales  y correspondencia  que  pudiera  ser 
de  interés  general  para  la  profesión  médica. 

El  artículo,  si  se  aceptara,  será  con  la  con- 
dición de  que  se  publicará  únicamente  en  esta 
revista. 

Para  facilitar  la  labor  de  revisión  de  la 
Junta  Editora  y del  impresor,  se  requiere  de 
los  autores  que  sigan  las  siguientes  instruc- 
ciones : 

a)  Los  trabajos  deberán  estar  escritos  a 
máquina  a doble  espacio  y por  un  solo  lado  de 
cada  página,  en  duplicado  y con  amplio  mar- 
gen. 

b)  En  página  separada  debe  incluirse  lo 
siguiente:  título  (no  excediendo  de  80  letras  y 
espacios),  nombre  del  autor  (es),  institución 
y dirección  postal  del  autor. 

c)  Artículos  referentes  a resultados  de 
estudios  clínicos  o investigaciones  de  laborato- 
rio deben  organizarse  bajo  los  siguientes  en- 
cabezamientos: (1)  introducción,  (2)  material 
y métodos,  (3)  resultados,  (4)  discusión,  (5) 
resumen  (en  español  e inglés),  y (6)  refe- 
rencias. 

d)  Artículos  referentes  a estudios  de  casos 
aislados  deben  organizarse  en  la  siguiente  for- 
ma:  (1)  introducción,  (2)  observaciones  del 
caso,  (3)  discusión,  (4)  resumen  (en  español 
e inglés),  (5)  referencias. 

e)  Las  tablas,  notas  al  calce  y leyendas 
deben  aparecer  en  hojas  separadas. 

f)  Si  un  artículo  ha  sido  leído  en  alguna 
reunión  o congreso,  así  debe  hacerse  constar 
como  una  nota  al  calce. 

g)  Deben  usarse  los  nombres  genéricos  de 
los  medicamentos.  Podrán  usarse  también  los 
nombres  comerciales,  entre  paréntesis,  si  así 
se  desea. 

h)  Se  usará  con  preferencia  el  sistema 
métrico  de  pesos  y medidas. 

i)  Las  fotografías  y microfotografias  se 


someterán  como  copias  en  papel  de  lustre  sin 
montar.  Los  dibujos  y gráficas  deben  prepa- 
rarse a tinta  negra  y en  papel  blanco.  Todas 
las  ilustraciones  deben  estar  numeradas  (nú- 
meros arábigos)  e indicar  la  parte  superior 
de  las  mismas.  Debe  escribirse  una  leyenda 
para  cada  ilustración. 

j)  Las  referencias  deben  ser  numeradas 
sucesivamente  de  acuerdo  con  su  aparición  en 
el  texto.  Los  siguientes  ejemplos  pueden  servir 
de  modelo: 

6.  Koppisch,  E.  Pathology  of  arterios- 
clerosis. Bol.  Asoc.  Med.  P.  Rico  46: 
505,  1954.  (artículo  de  revista). 

4.  Wintrobe,  M.  M.  Clinical  Hematology, 
3rd  Ed.  Lea  and  Febiger,  Philadel- 
phia, 1952,  p.  67.  (libro). 

Deben  usarse  solamente  las  abreviaturas  in- 
dicadas en  el  Cumulative  Index  Medicus  que 
publica  la  Asociación  Médica  Americana. 

Instructions  to  Authors: 

The  Boletín  will  accept  for  publication  con- 
tributions relating  to  the  various  areas  of  me- 
dicine surgery  and  allied  medical  sciences. 
Special  articles  and  correspondence  on  sub- 
jects of  general  interest  to  physicians  will  also 
be  accepted.  All  material  is  accepted  with  the 
understanding  that  it  is  to  be  published  solely 
in  this  journal. 

In  order  to  facilitate  review  of  the  article 
by  the  Editorial  Board  and  the  work  of  the 
printer,  the  authors  must  conform  with  the 
following  instructions: 

a)  The  entire  manuscript,  including  legends 
and  refei enees,  should  be  typewritten  double- 
spaced in  duplicate  with  ample  margins. 

b)  A separate  title  page  should  include  the 
following:  title  (not  to  exceed  80  characters 
and  spaces),  author’s  name  (s) ; institution, 
and  author’s  mailing  address. 

c)  Articles  reporting  the  results  of  clinical 
studies  or  laboratory  investigation  should  be 


organized  under  the  following  headings:  (1) 
introduction,  (2)  material  and  methods,  (3) 
results,  (4)  discussion,  (5)  summary  in  En- 
glish and  Spanish,  (6)  references. 

d)  Case  reports  will  include  (1)  introduc- 
tion, (2)  description  of  the  case,  (3)  discus- 
sion, (4)  summary  in  English  and  Spanish, 
(5)  references. 

e)  Tables,  footnotes  and  legends  to  figures 
should  appear  in  separate  sheets. 

f)  If  the  paper  has  been  presented  at  a 
meeting,  the  place  and  date  should  be  stated 
as  a footnote. 

g)  Generic  names  of  drugs  should  be  used. 
Trade  names  may  also  be  given  in  parenthe- 
sis, if  desired. 

h)  Metric  units  of  measurement  should  be 
used  preferentially. 


i)  Photographs  and  photomicrographs 
should  be  submitted  as  glossy  prints,  unmount- 
ed. Drawings  and  graphs  should  be  made  in 
black  ink  on  white  paper.  All  illustrations 
should  be  numbered  (Arabic)  and  the  top 
indicated.  A legend  should  be  given  for  each. 

j)  References  should  be  numbered  serially 
as  they  appear  in  the  text.  The  following  form 
will  be  used: 

6.  Koppisch,  E.  Pathology  of  arterios- 
clerosis. Bol.  Asoc.  Med.  P.  Rico  46: 
505,  1954.  (for  journal  articles). 

4.  Wintrobe,  M.  M.  Clinical  Hematology, 
3rd  Ed.  Lea  and  Febiger,  Philadel- 
phia, 1952,  p.  67,  (for  books). 
Abreviations  will  conform  to  those  used  in  the 
Cumulative  Index  Medicus,  published  by  the 
American  Medical  Association. 
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menopausal 

syndrome 


and  other  symptoms 
arising  from 
anxiety  and  tension 
respond  to 

ANATENSOL*.»^ 

Squibb  Fluphenazine  Hydrochloride 

one  milligram,  one  tablet, 
once  a day  provides  adequate 
therapy  for  many  ptients 

Side  Effects,  Precautions,  Contraindications:  As  used  for 
anxiety  and  tension,  side  effects  are  unlikely.  Reversible 
extrapyramidal  reactions  may  develop  occasionally.  In 
higher  doses  for  psychotic  disorders,  excessive  drowsiness, 
visual  blurring,  dizziness,  insomnia  (rare),  allergic  skin  reac- 
tions, nausea,  anorexia,  salivation,  edema,  perspiration,  dry 
mouth,  polyuria,  hypotension  may  occur.  Jaundice  has  been 
exceedingly  rare.  Photosensitivity  has  not  been  reported. 
Blood  dyscrasias  occur  with  phenothiazines;  routine  blood 
counts  are  recommended.  If  symptoms  of  upper  respiratory 
infection  occur,  discontinue  the  drug  and  institute  treat- 
ment. Do  not  use  epinephrine  for  hypotension  which  may 
appear  in  patients  on  large  doses  undergoing  surgery.  Ef- 
fects of  atropine  may  be  potentiated.  Do  not  use  with  high 
doses  of  hypnotics  or  in  patients  with  subcortical  brain  dam- 
age. Use  cautiously  in  convulsive  disorders.  (For  full  infor- 
mation, see  your  Squibb  Product  Reference.) 


Squibb 


A 


Century  of  Experience  Builds  Faith 


50  cc.?  200  cc.?  more? 

Over  40  published  reports  show  that 
Adrenosem  (carbazochrome  salicylate) 
significantly  reduces  capillary  blood  loss 
in  a variety  of  surgical  and  nonsurglcal 
procedures.  The  most  recent  of  these 
reports,  by  Lloyd  S.  Persun,  Jr.,  M.D., 
scans  more  than  4,000  T&A  procedures 
which  took  place  in  a five-year  period 
at  the  Harrisburg  (Pa.)  Polyclinic 
Hospital.'  The  conclusion:  Adrenosem 
{carbazochrome  salicylate)  was  responsible 
for  a large  reduction  in  operative  and 
postoperative  bleeding  and  sutures. 

Studies  by  Fulton^  have  shown  that 
Adrenosem  (carbazochrome  salicylate) 
apparently  exerts  its  effect  on  the  inter- 
cellular tissues  of  the  capillaries,  re- 
storing normal  tone  to  the  intercellular 
substance  which  connects  the  individual 
cells  to  form  the  capillary  walls.  Re- 
gardless of  dosage,  it  does  not  make  the 
intercellular  substance  completely  im- 
permeable. 

Indications:  In  both  surgical  and  nonsur- 
gical  conditions  characterized  by  increased 
capillary  permeability  allowing  oozing  and 
seepage  bleeding. 


on-call  medication.  Children  under  12  years 
of  age,  1 cc.  Postoperatively:  1 cc.  every 
2 hours  as  necessary.  If  not  used  preopera- 
tively,  2 cc.  every  2 hours  as  necessary. 
In  Epistaxis  and  Other  Nonsurgical  Uses: 

1 or  2 cc.  (5  to  10  mg.)  I.M.,  followed  by 
maintenance  dosage  of  1 to  10  mg.  (avg. 
2.5  mg.)  t.i.d  orally. 

Supplied:  For  I.M.  Injection  Only — Am- 
puls, 5 mg./cc.,  pkgs.  of  5 and  100;  10  mg./ 

2 cc.,  pkgs.  of  5.  For  Oral  Administration 
Only — Tablets,  1 mg.  (s.c.  orange)  and  2.5 
mg.  (s.c.  yellow)  in  bottles  of  50;  Syrup,  2.5 
mg./5  cc.  (1  tsp.),  bottles  of  4 ozs. 

Contraindications:  None  known  at  rec- 
ommended dosages.  Adrenosem  (carbazo- 
chrome salicylate)  is  being  used  both  pro- 
phy lactically  and  therapeutically  in 
thousands  of  hospitals  and  in  virtually  every 
type  of  surgical  procedure.  The  millions  of 
doses  which  have  been  administered  with 
no  undesirable  therapeutic  side  effects  are 
testimony  to  its  high  index  of  safety. 

References:  1.  Persun,  L.:  Laryngoscope 
74:  260-266  (Feb.)  1964.  2.  Fulton,  G.P., 
et  ah:  Venoms:  Am.  Assn.  Advancement  of 
Science,  1954. 


♦U.S.  Pat.  Nos.  2,581,850;  2,506,294 


Dosage  and  Administration:  Preopera-  THE  S.  E.  MASSENGILL  COMPANY 
lively:  2 cc.  night  before  operation;  2 cc.  with  Bristol,  Tennessee 


Why  this  baby  with  croup  stayed  home... 


With  Injection  DECADRON®  Phosphate  (dexamethasone  21-phos- 
phate) and  moisture,  you  may  expect  a rapid  change  in  the 
course  of  this  pediatric  emergency.  Relief  of  alarming  symptoms 
— laryngospasm,  edema,  cough,  and  stridor— may  follow  one  dose 
of  Injection  DECADRON  Phosphate... within  two  or  three  hours 
definite  signs  of  clinical  improvement  may  be 
noted.  The  prompt  use  of  moisture  and  Injec- 
tion DECADRON  Phosphate,  along  with  other 
necessary  measures,  usually  makes  hospital- 
ization unnecessary.  Further  acute  attacks  of 
croup  may  often  be  prevented  by  use  of  Elixir 
' DECADRON®  (dexamethasone)  for  2 or  3 days. 

SUPPLIED:  Vials  of  1 and  5 cc.  and  disposable 
syringes  of  2 cc.  Each  cc.  of  the  1-  and  S-cc.  vials 
contains  4 mg.  dexamethasone  21-phosphate  (as 
I disodium  salt).  Elixir  DECADRON  in  lOO-cc.  bottles 
I with  calibrated  dropper.  Each  5 cc.  contains  0.5 
mg.  of  dexamethasone  and  alcohol  5%.  INOICA- 
I TIONS:  Conditions  responsive  to  adrenocortical 
j hormone  therapy.  CONTRAINDICATIONS:  Tubercu- 
I losis— active,  healed  or  questionably  healed-and 
' ocular  herpes  simplex  are  usually  absolute  contra- 
* indications. 

i 

,1 


PRECAUTIONS:  Observe  patients  closely  during  and  after  therapy.  Use 
caution  in  relatively  contraindicated  conditions,  such  as  acute  or 
chronic  infections,  especially  chickenpox;  vaccinia;  pregnancy;  dia- 
betes mellitus;  hypertension;  peptic  ulcer;  osteoporosis;  fresh  intes- 
tinal anastomoses;  diverticulitis;  thrombophlebitis;  psychotic 
tendencies;  renal  insufficiency.  If  administered  during  pregnancy, 
study  infants  for  hypoadrenalism.  If  administered 
intravenously,  inject  slowly.  SIDE  EFFECTS:  All  side 
effects  of  systemic  adrenocortical  therapy  may 
occur.  These  include  relative  adrenocortical  in- 
sufficiency; protein  catabolism  with  negative  nitro- 
gen balance;  electrolyte  imbalance;  aggravation  of 
diabetes  mellitus  or  of  infection;  osteoporosis; 
spontaneous  fractures;  aseptic  necrosis  of  the  hip; 
myopathy;  activation  of  peptic  ulcer;  increased 
blood  pressure;  rounding  of  the  face;  hirsutism; 
acne;  abdominal  striae;  convulsions;  petechiae  and 
purpura;  amenorrhea;  insomnia;  psychic  distur- 
bances; posterior  subcapsular  cataracts;  pancrea- 
titis; angiitis;  suppression  of  growth;  thrombo- 
phlebitis. 

Before  prescribing  or  administering,  read  product 

circular  with  package  or  available  on  request. 

MERCK  SHARP  & DOHME  Rf  MRrtl  1 Ct.lM  .Wist 
where  today's  theory  Is  tomorrow's  therapy 


Mejoría  decididamente  más  rápida’^’ 


Al  cambiar  el  curso  de  la  inflamación,  reducir  el 
edema  y estimular  las  fuerzas  curativas  naturales, 
ANANASE  acelera  el  proceso  de  recuperación  y 
disminuye  el  costo  y la  duración  de  la  convale- 
cencia después  de  accidentes.  Como  terapia  co- 
adyuvante, ANANASE  ha  demostrado  su  eficacia 
en  esguinces'  ^ torceduras',  fracturas'■^■^  lesiones 
traumáticas  de  los  ojos^  *,  laceraciones*,  y disloca 
clones*.  Rara  vez  ocurren  efectos  secundarios 
indeseables'  *. 

Dosis  corriente  para  adultos:  Dos  grageas  cuatro  veces  dianas. 
Para  mantentmiento.  una  gragea  tres  o cuatro  veces  dianas. 
Envase:  Frascos  de  12  y 48  grageas  amarillas.  Cada  gragea 
contiene  50  000  unidades  RORER  de  bromelina  (enzima  pro- 
teolitica) 


Referencias.  1 Cirelli,  M.  G-;  Delaware  M.  J,  34.159  (¡unió)  1962. 
2.  Llndenberg,  L.  M.:  Current  Podiotry  12:7  (diciembre)  1963.  3.  Stay- 
mon,  J,  W.,  Jr.,  y Stiffel,  J ; J.  Germontown  Hosp.  2:79  (agosto) 
1961.  4.  Monninger,  R.  H.  G : E.E.N.T.  Digest  24.13  (enero)  1962. 
5.  Monninger,  R.  H.  G.:  Irons.  Ophtholmol.  Soc.  United  Kingdom 
8I.-481,  1961.  6.  Martin  G.  J.,  Ehrenreich,  J.  y Asbell,  N.:  Exper. 
Med.  & Surg.  20:227  (septiembre)  1962. 

Ananasé 

Bromelinr» 

Terapia  enzimática  vegetal  antiinflamatori¿ 


*Marca  registrada 


WILLIAM  H.  RORER,  INC. 

(Rorer  Inter-American  Corp.) 

Fort  Washington,  Pa.,  EE  UU. 


espectro: 

un  factor  importante  en  el  tratamiento 
de  la  diarrea 


FUROXONA 

(furazolidona) 

un  factor  importante  para  detener  las  diarreas  y enteritis  bacterianas— posee 
acción  bactericida  contra  una  mayor  variedad  de  gérmenes  enteropatógenos 


Un  mayor  número  de  gérmenes  enteropatógenos  son  más 
sensibles  a la  Furoxona  que  a otros  agentes  antibacterianos 
comunes.  La  Furoxona  es  eficaz  contra  numerosas  especies 
de  los  géneros  Salmonella,  Shigella,  Staphylococcus,  Esche- 
richia, Proteus  y Streptococcus  — incluso  las  cepas  que  se 
han  vuelto  resistentes  a otros  antibacterianos. Su  amplio 
espectro  de  actividad  bactericida  resulta  particularmente 
ventajoso  en  los  casos  en  que  ‘‘con  frecuencia  es  imposible 
aislar  el  germen  causal”  y ‘‘en  la  práctica  diaria  cuando  no 
se  pueden  esperar  los  resultados  de  laboratorio”  para 
iniciar  el  tratamiento.^  ....o.».,,..,. 


Presentación:  Furoxona  (furazolidona),  tabletas  ranuradas 
de  100  mg.,  en  frascos  de  12.  Furoxona,  líquido  (50  mg.  de 
Furoxona  por  cada  15  cc.,  con  caolín  y pectina),  en  frascos 
de  60,  120  y 473  cc. 


Referencias:  1.  Massa,  A.:  Brit.  M.  J.  5159:1063  (21  de  noviembre)  1959. 
2.  Galeota,  W.  R.  y Moranvílle,  B.A.;  Student  Med.  7:241,  1959.  3.  Four- 
nier Villada,  R.,  Otarte,  J.  y Acevodo  Carranza,  J.:  Trabajo  leído 
en  el  Congreso  Mundial  de  Gastroenterologia,  Washington.  O.C. 

(26  a 30  de  mayo)  1958.  4.  Ponce  de  León,  E.;  Antibíot.  Med. 
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EATON  LABORATORIES 


División  deThe  Norwich  Pharmscal  Company.  Norwich,  Nueva  York,  E.  U.A. 


Most  diuretics  waste  potassium. 

Some  diuretics  (with  K)  replace  potassium. 
This  diuretic  conserves  potassium! 


new 


for  diuresis  without  K depletion 

Dyrenium  cps»»s 


brand  of  triamterene 


Brief  Summary  of  Principal  Contraindi- 
cations, Warnings,  Precautions  and  Side 
Effects 

Contraindications:  Severe  or  progressive 
kidney  disease  or  dysfunction  with  the  pos- 
sible exception  of  nephrosis.  Severe  hepatic 
disease.  Hypersensitivity  to  the  drug. 

Warnings:  Observe  regularly  for  possible 
blood  dyscrasias,  liver  damage  or  other  idio- 
syncratic reactions.  Blood  dyscrasias  have 
been  reported,  but  appear  related  to  the  dis- 
ease condition  rather  than  caused  by  Dyren- 
ium  (triamterene,  SK4F).  BUN  and  serum 
potassium  determinations  should  be  made 
periodically,  especially  in  patients  with  sus- 
pected or  confirmed  renal  insufficiency. 
Precautions:  Electrolyte  imbalance  may  be 
caused  or  aggravated.  Reversible  mild  nitro- 
gen retention  may  be  seen;  rarely,  a rise  in 
serum  potassium.  Full  doses  with  low-salt 

Smith  Kline  & French  Inter-American 


intake  can  cause  low-salt  syndrome.  Do  not 
use  potassium  supplements.  Use  cautiously 
in  patients  with  elevated  serum  potassium. 
Withdraw  drug  gradually  after  intensive  or 
prolonged  therapy.  Concomitant  use  with 
antihypertensive  drugs  may  cause  an  ad- 
ditive effect.  If  used  with  other  diuretics 
titrate  dosage  of  each.  Periodic  blood 
studies  are  recommended  for  cirrhotics. 
Like  any  new  drug,  Dyrenium  (triamterene, 
SK4F)  should  be  used  in  pregnant  patients 
or  in  women  of  childbearing  age  only  when 
deemed  essential  to  the  patient's  welfare. 
Side  Effects:  Occasional  nausea,  vomiting 
and  other  gastrointestinal  disturbances; 
weakness,  headache,  dry  mouth,  rash. 
Before  prescribing,  see  SK&F  product  Pre- 
scribing Information. 

How  Supplied:  100  mg.  capsules,  in  bottles 
of  100. 

Corporation,  San  Juan,  Puerto  Rico 


★ Trademark 


Impreso  en  Puerto  Rico  por 

TALLERES  GRAFICOS  INTERAMERICANOS.  INC 


ASOCIACION  MEDICA  DE  PUERTO  RICO 
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VOL.  57 


OCTUBRE  196.5 


NUM.  10 


announcing  a new  SSP  antibiotic 
against  Staph-,  Strep-  and  Pneumococci 
a unique  molecular  structure 
a completely  different  chemical  entity 


lincomycin  hydrochloride  monohydrate 


Dosage  and  Administration:  Oral-  Adults:  mild  infection,  500  mg.  three  times  per  day;  severe  infection,  500  mg. 
or  more  four  times  per  day.  Children;  mild  infection,  30  mg. /kg. /day  (15  mg./lb./day)inthreeor  four  equal  doses; 
severe  infection,  60  mg./kg./day  (30  mg. /lb. /day)  in  three  or  four  equal  doses.  Intramuscular  - Adults:  mild  infec- 
tion, 600  mg.  (2  cc.)  every  24  hours;  severe  infection,  600  mg.  (2  cc.)  every  12  hours  or  oftener.  Children:  mild 
infection,  10  mg. /kg.  (5  mg. /lb.)  every  24  hours;  severe  infection,  10  mg./kg.  (5  mg. /lb.)  every  12  hours  or  oftener. 
Intravenous  - Adults:  600  mg.  (2  cc.)  every  8 to  12  hours.  To  administer,  add  drug  to  250  cc.  or  more  of  5%  glucose 
in  water  or  normal  saline  and  give  as  an  infusion.  Children:  10  to  20  mg./kg./day  (5  to  10  mg. /lb. /day)  in  two  or 
three  doses  at  8 to  12  hour  intervals.  Administer  as  an  infusion.  Increase  dose  for  more  serious  infections.  In 
/S-hemolytic  streptococcal  infections  continue  treatment  for  at  least  ten  days  to  diminish  likelihood  of  subsequent 
rheumatic  fever  or  glomerulonephritis.  Contraindications:  Patients  previously  found  hypersensitive  to  drug; 
patients  with  known  pre-existing  monilial  infections;  and,  until  further  clinical  experience  is  obtained,  the  new- 
born. Precautions:  Use  of  antibiotics  occasionally  causes  overgrowth  of  nonsusceptible  organisms.  If  superinfec- 
tions occur,  take  appropriate  measures.  Although  no  direct  relationship  of  the  drug  to  liver  disease  has  been  es- 
tablished, patients  receiving  treatment  for  longer  thanoneor  two  weeks  should  ha  ve  liver  function  tests  performed. 
No  cases  of  irreversible  toxicity  to  the  hematopoietic  system  and  only  a few  cases  of  neutropenia  and/or  leukopenia 
have  been  reported ; however,  it  is  recommended  that  blood  counts  be  obtained  early  in  course  of  therapy.  Although 
safety  for  use  in  pregnancy  has  not  been  established,  clinical  studies  have  shown  no  evidence  of  ill  effects  in  mother 
or  fetus.  Due  to  lack  of  adequate  clinical  data,  use  in  patients  with  pre-existing  kidney,  liver,  endocrine  or  metabolic 
diseases  not  recommended  unless  special  clinical  circumstances  so  indicate.  Efficacy  in  rheumatic  fever  not  es- 
tablished. Side  Effects:  Loose  stools  or  diarrhea  (observed  almost  exclusively  in  patients  on  oral  therapy),  nausea, 
vomiting,  abdominal  cramps,  skin  rash,  rectal  irritation,  vaginitis,  urticaria,  and  itching.  One  case  of  possibly  drug- 
related  jaur;dice,  which  cleared  when  treatment  was  discontinued,  has  occurred.  Supplied:  500  mg.  capsules  in 
packages  of  24  and  100;  2 cc.  vials  - each  cc.  of  sterile  solution  contains  lincomycin  hydrochloride  monohydrate 
equiv.  to  lincomycin  base,  300  mg.;  also  9 mg.  benzyl  alcohol  and  water  for  injection,  q.s. 

UPJOHN  INTER-AMERICAN  CORPORATION  / PUERTO  RICO  BRANCH/RIO  PIEDRAS  


Upjohn 


is  truly  a one  shot  measles  vaccine. 

An  efficacy  rate  of  99X  has  been  demonstrated  with  Schwarz  Strain  live  measjes  vaccine  (Lirugen).  In  recent  clinical  trials, 
Lirugen  was  administered  without  gamma  globulin  to  approximately  13,000  children.  In  1,405  of  these  children  tested  serologi- 
cally, a conversion  rate  of  99*  was  reported.  Close  medical  follow-up  of  inoculated  children  and  controls  showed  no  significant 
differences  between  mean  maximum  temperatures  in  the  two  groups.  The  incidence  of  high  fever  (103°F  and  above,  rectally) 
attributable  to  the  vaccine  could  be  calculated  at  less  than  1*,  and  the  occurrence  of  mild,  transient  rash  at  less  than  3*. 
Lirugen  is  the  most  highly  attenuated,  but  fully  antigenic,  live  measles  vaccine.  Additional  special  passages  of  the  original 
Edmonston  Strain  by  Schwarz  resulted  in  further  attenuation  which  reduces  systemic  reactions  so  effectively  that  the  use  of 
gamma  globulin  with  Lirugen  is  not  needed. 

Contraindications:  Pregnancy;  leukemia,  lymphoma  and  other  generalized  malignancies;  brain  damage  in  children  under  one 
year  of  age;  febrile  illness;  allergy  to  egg  proteins,  neomycin,  or  streptomycin.  Precautions:  Use  cautiously  in  patients  with 
a history  of  tuberculosis  and  patients  being  treated  with  steroids,  irradiation,  alkylating  agents,  and  antimetabolites.  Consult 
package  literature  before  administering  Lirugen. 

••(•rMCMi  4 M««4lM  VaccIam;  W.H.O.  TKhnIcal  R«pof1  StriM  No.  7.  KruO'nsn-  S.  «t  al.:  J.  Padlatrlea.  Wi  471-408.  1080. 

1.  Schwar/.  A.J.Í.;  Atntt.  J.  Oil.  CMId..  183: 386-300, 1002.  363. 1003.  I.  Andalman.  S.  L.  ft  al.;  SeitnltHc  «ihibK  at  annual  maat- 

1.  Krugman,  S-  at  al.;  Padiat/lca.  31:  016028.  1003.  S.  Sch»rar<.  A.J.F.;  Annalaa  Paadlatflel.  202;  24I-2S3.  1004.  Ing  ol  Tha  Amarican  Acadamy  of  P^lat/lct.  1004. 

3.  Angalman.  S.  L.  at  at.-  J.A.M.A..  IMt  721-723. 1003-  0.  h4oflay.  0.  C.  alai.:  euil.W.H.O..  30:  733-730. 1004. 

PITMAN-MOORE  DIvloton  of  Th«  Dow  Chomical  Company,  Indlanapollo,  U.S.A. 


why  not  begin  tomorrow's  relief  today? 


for  the  first  time  . 

an  immediate-action  steroid-4— 


a prolonged-effect  forn 
combined  in  one  injectable 


New  Celestone 


Each  cc.of  sterile  aqueous  suspension  contains 
betamethasone  acetate  3.0  mg.,  betametha- 
sone alcohol  as  betamethasone  disodium 
phosphate  3.0  mg.,  dibasic  sodium  phosphate 
7.1  mg.,  monobasic  sodium  phosphate  3.4  mg., 
disodium  ethylenediaminetetraacetateO.l  mg., 
and  benzalkonium  chloride  0.2  mg. 

bra.nd  of  betamethasone  acetate  and  betamethasone  disodium  phosphate 


Soiusoan 


Now  available  in  1 cc.  single-dose  vial  for  complete  assurance  of  sterility. 

Control  of  inflammation  comes  fast— in  just  a few  hours— with  Celestone  Soluspan.  Unlike 
other  long-acting  injectables,  Celestone  Soluspan  combines  a rapid-acting  form  with  a 
long-acting  form  of  the  same  corticoid  for  maximum  span  of  relief  from  one  injection. 
No  other  corticoid  requires  so  little  active  material  per  unit  volume  in  tissue  for  full  effect 
(onlyS  mg.  percc.  of  repository  corticoid  microparticles).  The  result:  No  “secondary  flare” 
and  virtually  no  post-injection  pain  in  intra-articular  use ...  minimal  crystal  deposition. 

Supplied;  6 mg./cc.  in  a 5 cc.  multiple-dose  vial.  Clinical  Considerations:  Side  Effects  — Celestone  Soluspan  is  potentially  capable  of  causing 
any  of  the  reported  side  effects  of  other  corticoids.  Cushingoid  changes  may  occur.  Side  effects  do  not  ordinarily  include  anorexia,  pro- 
tracted weight  loss,  vertigo,  muscle  weakness  or  severe  headache  associated  with  other  corticoids.  Gastrointestinal  distress  and 
“secondary  flare"  aher  intra-articular  injection  have  not  been  reported  with  Celestone  Soluspan.  Salt  and  water  retention  or  excessive 
loss  of  potassium  is  not  likely  to  be  a problem  with  the  usual  therapeutic  dose  of  Celestone  Soluspan.  As  with  all  corticoids,  side  effects 
are  less  likely  with  short-term  courses  of  small  doses.  Contraindicated  absolutely  in  acute  ocular  herpes  simplex,  active  or  latent  tuber- 
culosis (except  in  selected  cases  concomitantly  with  antituberculotic  agents),  and  locally  infected  areas.  Contraindicated  relatively 
(on  the  basis  of  net  therapeutic  benefit)  in  osteoporosis,  marked  emotional  instability,  peptic  ulcer,  diverticulitis,  recent  intestinal 
anastomosis,  and  in  pregnancy,  especially  in  the  first  trimester.  Regional  injection  is  not  contraindicated  by*  infection  elsewhere. 
Precautions  — In  children,  because  of  frequency  of  viral  infections  and  possibility  of  growth  suppression,  prolonged  corticoid  therapy 
should  be  used  with  extreme  caution.  Consider  discontinuing  therapy  in  patients  with  exanthematous  disease  or  exposed  to  it.  Use  in  the 
controlled  diabetic  patient  should  be  closely  observed.  Prolonged  corticoid  therapy  may  depress  adrenal  cortex:  withdrawal  should  be 
gradual.  Observe  newborn  infants  of  corticoid-treated  mothers  for  temporary  hypoadrenalism.  Supportive  corticoid  therapy  is  advisable 
in  surgery,  shock,  injury,  other  severe  stress.  Corticoids  may  mask  signs  of  infection.  Such  intercurrent  infections  should  be  confirmed 
and  vigorous  anti-infective  therapy  administered  Avoid  subcutaneous  injection.  For  more  complete  details,  consult  Schering  literature 
available  from  your  Schering  Representative  or  Medical  Services  Department.  Schering  Corporation,  Union.  New  Jersey  07083.  s-759 


Why  don’t 
all  physicians 

r'  who  treat 
hypertension 
prescribe . 
Ser^p-Es  1 


C I B A 


'3 


We’re  not  sure. 


Ser-Ap-Es"^ 

reserpine  0.1  rai 

hydralazine  hydrochloride  25  mi 

hydrochlorothiazide  15  mi 

Indications:  am  cases  of  hypertension, 
except  the  mildest  and  the  most  severe. 

Caution:  Give  cautiouály  to  patients  with 
coronary  artery  disease,  advanced  renal  damage, 
cerebral  vascular  accidents. 

Side  Effects  and  Precautionary  Measures 

Serpasil (reserpine  CIBA) 

Severe  mental  depression  has  appeared  in  a small 
percentage  of  patients,  primarily  in  a dosage  abovi 
1 mg  daily.  When  the  drug  is  discontinued, 
depression  usually  disappears,  but  hospitalization 
and  shock  therapy  are  sometimes  required. 

Caution:  Withdraw  reserpine  2 weeksbefore  surge 
if  possible.  For  emergency  surgical  procedures,  giv 
vagal  blocking  agents  parenterally  to  prevent  or 
reverse  hypotension  and/or  bradycardia. 

Because  reserpine  may  increase  gastric  secretion  o 
hydrochloric  acid,  use  cautiously  in  patients  with  ' 
peptic  ulcer. 


But  here’s  one  possibility. 


We  think  the  reason  some  physicians  who  treat 
hypertension  don’t  prescribe  Ser-Ap-Es  is  that  they 
just  haven’t  tried  it. 

When  physicians  try  Ser-Ap-Es,  many  become 
enthusiastic  about  it.  They  like  the  way  it  helps 
protect  their  patients’  vital  organs  from  hypertensive 
damage.  They  like  its  convenience.  And  they  like  its 
economy.  (Blood  pressure  is  controlled  in  most 
patients  with  only  2 or  3 tablets  per  day.) 

Their  patients  like  the  convenience  and  economy  too 
(not  to  mention  the  relative  freedom  from  serious 
side  effects). 

All  this  leads  us  to  believe  that 

if  physicians  tried  Ser-Ap-Es  just  once,  they’d  come 

to  prescribe  it  regularly. 


Use  cautiously  with  digitalis,  quinidine,  or 
guanethidine.  Not  recommended  for  aortic 
insufficiency. 

When  patients  on  reserpine  receive  electroshock 
therapy,  use  lower  milliamperage  and  a shorter 
duration  of  stimulus  initially.  Shock  therapy  with 
7 days  after  giving  the  drug  is  hazardous. 

Occasional  side  effects:  lassitude,  drowsiness,  na 
congestion,  looseness  of  stools,  increased  frequenc; 
of  defecation.  Rare  side  effects:  anorexia,  headact 
bizarre  dreams,  nausea,  dizziness,  skin  rash.  Nasa 
congestion  and  increased  tracheobronchial  secretir 
may  occur  in  newborn  babies  of  mothers  treated  : 
with  reserpine. 

Apresoline®  hydrochloride  (hydralazine 
hydrochloride  CIBA) 

Most  common  side  effects:  tachycardia,  headache 
dizziness,  faintness,  palpitation,  angina,  numbnes 
and  tingling  of  extremities,  malaise,  depression, 
disorientation,  anxiety.  Occasional  side  effects: 
flushing,  varying  degrees  of  nasal  congestion, 
lacrimation,  conjunctival  injection,  skin  rash,  dru 
fever,  nausea,  vomiting,  giant  urticaria.  Rare 
reactions:  postural  hypotension,  circulatory  collaj 
In  most  patients,  side  effects  disappear  after  the  ■ 
first  2 weeks  of  medication. 

Hydralazine,  particularly  if  given  for  prolonged  ■ 
periods,  may  produce  in  a few  patients  an  arthriti 
like  syndrome,  leading  in  rare  instances  to  a clinic 
picture  simulating  acute  systemic  lupus  erythemr 
tosus.  Most  of  these  reactions  are  reversible  upon 
withdrawal  of  therapy.  These  side  effects  are  not : 
anticipated  even  with  the  maximal  recommended 
dosage  of  Ser-Ap-Es.  continued 


C I B A 


® 

...continued 

Esidrix®  (hydrochlorothiazide  CIBA) 
Contraindications:  Oliguria,  renal  shutdown, 
progressive  hepatic  disease,  and  allergy  to  thiazides. 
Warnings:  Occasional  nonspecific  small  bowel  lesions 
consisting  of  stenosis,  with  or  without  ulceration, 
have  been  reported  with  enteric-coated  potassium 
salts  with  or  without  thiazides  or  other  oral  diuretics. 
The  incidence  is  low  and  a causal  relationship  has 
not  been  established.  Patients  with  obstruction, 
hemorrhage  and/or  perforation  have  frequently 
required  surgery.  A few  deaths  have  occurred. 

Coated  potassium  tablets  should  be  used  only  when 
indicated  and  when  adequate  dietary  supplementa- 
tion is  impractical.  Discontinue  medication 
immediately  if  gastrointestinal  symptoms  occur. 

Pay  special  attention  to  electrolyte  balance  of 
patients  with  severe  renal  or  hepatic  insufficiency. 

In  patients  with  cirrhosis  and  ascites,  watch  for 
symptoms  of  impending  hepatic  coma.  Thiazides 
may  decrease  glucose  tolerance;  use  cautiously  in 
diabetics.  Hyperuricemia  may  occur  but  is  readily 
reversed  by  a uricosuric  agent.  Lowering  of  blood 
pressure  may  sometimes  result  in  nitrogen  retention, 
particularly  in  patients  with  impaired  renal  func- 
tion. Dosage  titration  is  necessary  in  such  patients. 

Precautions:  Watch  for  signs  of  fluid  or  electrolyte 
imbalance.  Further  electrolyte  depletion  may 
cause  hypochloremic  alkalosis  and  hypokalemia. 
Since  the  latter  may  precipitate  digitalis  intoxica- 
tion, watch  carefully  patients  who  are  also  taking 
digitalis  or  its  glycosides  or  those  with  cardiac 
arrhythmias.  In  severe  hypokalemia,  large  oral  or 
intravenous  doses  of  potassium  may  be  required. 

A few  infants  bom  of  mothers  who  received  thiazides 
during  pregnancy  have  shown  bone  marrow 
depression  with  thrombocytopenia.  Hydrochloro- 
thiazide decreases  responsiveness  to  exogenous 
norepinephrine  and  increases  responsiveness  to 
tubocurarine. 

Side  Effects:  In  addition  to  those  above,  nausea, 
anorexia,  headache,  restlessness,  constipation, 
dizziness,  paresthesias,  fatigue.  Rare  reactions: 
purpura  with  or  without  thrombocytopenia,  skin 
rash,  photosensitivity,  urticaria.  Sometimes 
associated  with  but  not  necessarily  caused  by 
hydrochlorothiazide:  leukopenia,  agranulocytosis, 
aplastic  anemia,  pancreatitis,  and  jaundice. 

Dosage:  One  or  2 tablets  t.i.d.  To  initiate  therapy, 

1 tablet  t.i.d.  is  recommended.  When  necessary, 
more  potent  antihypertensives  may  be  added 
gradually  in  dosages  reduced  by  at  least  50  percent. 

Supplied:  Tablets  (salmon  pink,  dry-coated), 
each  containingO.l  mg  reserpine,  25  mg  hydrala- 
zine hydrochloride,  and  15  mg  hydrochlorothiazide. 


CIBA  Pharmaceutical  Company,  Summit,  N. J. 


...one  dose  provides  24-hour  relief 


New  fruit-flavored,  pink  chewable  tablet  in  the  mouth.  No  water  needed.  Pleasant 
tasting.  Provides  your  patients  with  a convenient  way  to  relieve— and  prevent— the  dis- 
comfort of  vertigo. 


Side  Effects:  The  incidence  of  side  effects,  with  the  exception  of  drowsiness, 
has  been  found  to  approximate  that  of  placebo  medication.  Drowsiness,  as 
observed  with  most  antihistamines,  infrequently  occurs  with  meclizine.  How- 
ever, caution  should  be  exercised  by  patients  who  drive  a car  or  engage  in  any 
hazardous  activity  where  alertness  is  required. 

Formula:  25  mg.  meclizine  HCI  per  tablet. 

More  detailed  professional  information  available  on  request. 


Science  for  the  world’s  well-being® 


PFIZER  LABORATORIES  Division,  Chas.  Pfizer  & Co.,  Inc.  New  York,  N.Y.  10017 


Boníné 

meclizine  HCI  I 

24-tiour  relief 


Acción  múltiple  para  el  alivio  de  la  tos 

Ambenyr  Expectorante 

expectorante  • antíespasmódico  • descongestivo 
balsámico  • sedante 


PARKE-DAVIS 


SJ-4-6S 


FOR  THE  PATIENT  WHO  REALLY  .WANTS  TO  LOSE  WEIGHT  . . . 

A 

Your  Supervision 
Obedrin-LA 


The  success  of  practically  any  weight 
control  plan  depends  on  the  patient’s  atti- 
tude. An  understanding  of  the  underlying 
causes  of  food  craving  and  a strong  will- 
ing ness  to  solve  the  problem  of  overweight 
are  necessary.  Lack  of  this  attitude  ex- 
plains the  infrequent  success  of  many 
ventures  in  weight  control. 

For  your  patient  who  really  needs  to  lose 
weight,  this  program  is  most  effective: 

¥PHYSICIANSUPERVISION-toplan 

a safe,  effective  and  individually  tailored 
route  for  weight  loss,  with  frequent  physi- 
cal checkups  to  uncover  any  elements 
which  may  change  the  plan. 

«OBEDRIN-LA  —not  just  an  anorectic, 
0bedrin-/L4  covers  a wide  range  of  needs 
from  vitamin  supplementation  and  tissue 
fluid  mobilization  to  appetite  suppression 
and  mood  elevation  in  one  convenient,  all- 
day, optimum  level,  "trickle  release"  form. 


«OBEDRIN  MENU  PLAN  —a  common 
sense  diet  that  solves  the  problem  of 
calorie-counting  while  encouraging  sus- 
tained good  eating  habits  after  weight 
reduction  is  accomplished. 

Dosage  is  1 tablet  daily,  usually  at  10  a.m. 
Supplied  in  bottles  of  50  and  250  tablets, 
on  prescription  only. 

Caution:  Insomnia,  excitability,  nervous- 
ness may  occur  if  dosage  is  excessive. 
These  occur  infrequently  and  are  mild 
with  the  recommended  dosage.  Use  with 
caution  in  patients  having  a sensitivity  to 
sympathomimetic  compounds  or  barbi- 
turates and  in  cases  of  coronary  or  cardio- 
vascular disease  or  severe  hypertension. 
Excessive  use  of  amphetamines  by  unsta- 
ble individuals  has  been  reported  to  result 
in  a psychological  dependence.  In  such 
instances,  withdrawal  of  the  medication 
is  necessary.  All  medication  should  be 
used  with  caution  in  pregnant  patients, 
especially  in  the  first  trimester. 


Long«Actlng 

O l3  e d r~i  n®- 

“TRICKLE  RELEASE"  TABLETS 

Each  tablet  contains  Methamphetamlne  HCI*.  12.5  mg.;  Pentobarbital*.  50  mg.  (Bar* 
bituric  Acid  derivative.  Warning.  May  be  habit  forming);  Ascorbic  Acid.  200  mg.; 

Thiamine  Mononitrate.  1 mg.;  Riboflavin,  2 mg.;  Nicotinic  Acid  (Niacin),  10  mg. 

•U.S.  Pat.  Nos.  2.736.682;  2.809.916;  2.809,917;  2,809,918  and  pat.  pend. 

THE  S.  E.  MASSENGILL  COMPANY  Bristol,  Tennessee 
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cuando  la  infección  es  alarmante 
. . . y los  análisis  de  laboratorio  no  han  llegado  aun 


Kefliri 

(Cefalotina,  Lilly) 


para  el  tratamiento  antibiótico  inicial 

• Bactericida 

• Amplio  espectro 

• No  exhibe  resistencia  cruzada 

• Muy  bien  tolerado, 
aun  en  los  casos  de 
insuficiencia  renal 


El  Keflin,  un  antibiótico  bactericida  de  amplio  espectro 
para  administración  parenteral,  es  la  sal  sódica  del 
ácido  7-(tiofeno-2-acetamido)  cefaloíporánico.  Con- 
traindicación: Hipersensibilidad  al  producto.  Reac- 
ciones secundarias  y precauciones:  Un  investigador 
informó  acerca  de  tres  casos  de  neutropenia.  En  todos 
los  casos  el  recuento  leucocitario  se  normalizó  después 
que  el  Keflin  fue  suspendido.  Las  manifestaciones  alér- 
gicas, tales  como  erupción  maculopapulo.sa  y urticaria, 
han  sido  infrecuentes  y ocasionalmente  algún  paciente 
ha  presentado  un  número  elevado  de  eosinófilos.  No  ha 
habido  informes  de  alergia  cruzada  con  otros  anti- 
bióticos; sin  embargo,  al  igual  que  todos  los  antibióticos, 
el  Keflin  debe  ser  administrado  con  precaución  a los 
pacientes  que  han  demostrado  padecer  .alguna  forma 
de  alergia.  Algunos  pacientes  experimentan  dolor 


después  de  la  inyección  intramuscular.  La  dosis  de 
0.5  g es  bien  tolerada,  pero  las  dosis  de  1 g producen 
dolor  en  todos  los  pacientes.  Se  recalca  la  necesidad  de 
administrar  inyecciones  intramu.sculares  profundas,  ya 
que  se  ha  informado  de  ab-scesos  estériles  consecutivos 
a la  administración  de  la  dosis  de  1 g por  vía  subcu- 
tánea . La  administración  de  dosis  mayores  de  6 g al 
día  por  venoclisis  continua  gota  a gota  durante  más  de 
tres  días  puede  ir  acompañada  de  tromboflebitis  y tal 
vez  sea  necesario  alternar  de  vena.  Todavía  no  se  ha 
determinado  si  su  administración  durante  el  embarazo 
es  inocua.  Posología  usual:  Adultos — 0.5  a 1 g cada 
cuatro  a seis  horas  por  vía  intramuscular  o intravenosa. 
Lactantes  y niños — 40  a 80  mg  por  kg  de  peso  al  día 
por  vía  intramuscular,  en  dosis  fraccionadas.  Presen- 
tación: En  frascos  de  10  mi  (1  g). 


ELI  LILLY  S.  A.  {PUERTO  RICO  BRANCH) 
Información  adicional  a solicitud  de  los  médicos. 


CANCER  INCIDENCE 
IN  PUERTO  RICO,  1962 


Isidro  Martinez,  M.D. 


This  is  a study  of  cancer  incidence  in 
Puerto  Rico  for  the  year  1962. 

General  mortality  in  Puerto  Rico  has  de- 
creased from  18  to  7 per  1,000  population 
during  the  last  two  decades.  Simultaneously, 
mortality  from  cancer  has  increased  from  51 
to  88  per  100,000  population.  At  present. 
Cancer  in  Puerto  Rico  is  responsible  for  13% 
of  deaths  from  all  causes. 

Cancer  cases  in  Puerto  Rico  have  been 
reported  to  the  Department  of  Health  (Cen- 
tral Cancer  Registry')  from  1950  up  to  date. 
The  incidence  during  the  year  1962  is  pre- 
sented with  the  purpose  to  provide  to  the 
medical  profession  in  general  with  the  last 
infonnation  of  the  characteristics  of  the  dis- 
ease in  the  Island,  and  a comparison  with 
its  frequency  in  other  latitudes. 

Material  and  Methods 

The  data  presented  here  includes  the  analysis 
of  3,775  records  of  new  cases  of  cancer  reported  to 
and  obtained  by  the  Central  Cancer  Registry  of 
the  Division  of  Cancer  Control  of  the  Department 
of  Health.  All  these  cases  were  diagnosed  from 
January  1 to  December  31,  1962. 


From  the  Central  Cancer  Registry,  Division  of 
Cancer  Control,  Department  of  Health,  San  Juan, 
Puerto  Rico. 

This  study  was  supported  in  part  by  grant  No. 
4I01E64  from  the  U.  S.  Public  Health  Service, 
Division  of  Chronic  Diseases,  Washington,  D.  C. 


The  Central  Cancer  Registry  of  Puerto  Rico 
began  in  1950  as  a section  of  the  Division  of  Cancer 
Control.  It  covers  all  cancer  cases  diagnosed  by 
physicians  in  ^11  hospitals  and  clinics  in  Puerto 
Rico.  In  addition  to  the  legal  requirements  for 
reporting  cancer  cases,  the  Registry  maintains  a 
systematic  search  for  unreported  cases,  including 
an  annual  check  of  all  pathologist’s  registries,  and 
admission  and  record  departments  of  alt  hospitals 
in  the  island. 

The  malignant  neoplasms  of  the  Registry  arc- 
classified  according  to  the  Manual  of  the  Inter- 
national Classification  of  Diseases,  Injuries,  and 
Causes  of  Death.  WHO.  1957.  For  the  purpo.se 
of  the  histological  classification  of  tumors,  the 
Registry  follows  the  Manual  of  Tumor  Nomen- 
clature and  Coding,  A.C.S.,  corrected  edition  1953. 

If  more  than  one  primary  tumor  has  been  de- 
tected in  the  same  person  during  the  year  1962,  each 
tumor  has  been  registered  as  one  case. 

Explanation  of  Terms: 

Age;  The  age  is  given  as  the  number  of  years 
reached  by  the  patient  during  1962. 

Crude  Incidence  Rates:  These  represent  the 
number  of  cases  per  100,000  of  the  estimated  po- 
pulation at  July  of  the  year,  for  all  age  groups 
combined,  or  specific  age  groups. 

Age  Adjusted  Incidence  Rates:  In  this  study 
the  Registry  has  used  the  1950  census  population 
of  Puerto  Rico  as  standard  population. 

Data  Processing: 

Each  record  of  the  Central  Cancer  Registry 
consists  of  four  basic  documents:  The  clinical 
abstract  which  is  completed  by  a Medical  Record 
Clerk  of  the  Registry  or  hospitals,  or  by  the  phy- 
sician for  the  private  case  a carbon  copy  of  the 
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biopsy  rcjjort  from  the  pathologist,  a follow-up 
form  with  the  u])  to  date  information  of  the  case, 
and  a photocopy  of  the  death  certificate  from  the 
Demographic  Registry  of  the  Department  of  Health 
for  the  dead  cases.  It  is  important  to  mention  that 
less  than  10%  of  all  records  remained  with  only 
the  death  certificate,  and  91%  have  clinical  abstract 
and/or  biopsy  reports,  at  the  beginning  of  the 
following  year. 

The  Editing  and  Filing  Unit  of  the  Registry 
is  very  careful  to  avoid  duplication  of  cases  by 
means  of  different  checks  in  its  index  system.  Once 
the  basic  information  of  a case  is  edited,  it  is 
coded,  and  punched  in  an  IBM  tabulation  card 
following  the  method  of  a single  punch  for  each 
column.  Each  coded  sheet  is  reviewed  against  the 
record  by  a second  clerk  before  it  is  sent  for  punch- 
ing. Once  all  cards  are  made,  a 15%  sample  from 
these  cards  are  checked  for  correctness  of  the  punch- 
ing, moreover,  a general  review  of  the  whole  year 
group  cards  is  done  against  the  accession  book  of 
the  Editing  Unit.  For  the  purpose  of  tabulation, 
all  these  cards  are  processed  in  101  IBM  Tabulation 
Machine. 

Results 

Total  Cancer  Incidence 

A total  of  3,775  cases  (1,914  males  and 
1,861  females)  have  been  registered  in  the 
sites  140-205.  This  figure  (3,775)  represents 
a 30%  increase  over  the  previous  12  years 
average  annual  incidence  (2,900) , and  a 62% 
increase  over  the  1950  incidence  (2,327). 

There  is  a significant  increase  in  the 
number  of  cancer  cases  confirmed  microsco- 
pically this  year  in  comparison  with  the  period 
1950-61  (81.9%  against  70.5%).  Females 
present  13%  more  malignant  neoplasm  of 
nonglandular  ephitelium  and  8%  more  of 
malignant  tumor  of  glandular  epithelium 
than  males.  With  the  exception  of  a predo- 
minance of  lymphomas  among  males,  there 
is  no  other  significant  difference  of  histolo- 
gical types  between  sexes  (App.  4). 


Computed  from  the  total  figure  of  3,775 
cases,  the  crude  incidence  rates  per  100,000 
population  are:  159.7  for  males  and  148.1 
for  females.  From  1950  to  1962,  the  age  ad- 
justed incidence  rates  in  Puerto  Rico  have 
increased  40.1%  in  males  but  only  4.4%  in 
females  (App.  2). 

From  the  ten  leading  sites  in  males,  only 
cancer  of  the  stomach  decreased  during  the 
year  in  comparison  with  the  average  rates  of 
the  period  1950-61.  Among  females,  cancer 
of  stomach,  and  cancer  of  uterus  except  cer- 
vix, decreased  during  the  year  (App.  1). 

All  cancers  occur  in  all  groups  of  age,  but 
there  is  a quite  bimodal  distribution  of  age 
specific  incidence  rates,  with  a peak  at  0-4 
age  group,  and  a second  one  at  75  or  more 
years  of  age.  In  general,  females  have  greater 
case-rates  than  males  from  0 to  54  years. 
After  this  age,  males  predominate  (App.  3). 

There  is  an  improvement  in  the  early 
stage  diagnosis  of  cancer:  44.1%  were  diag- 
nosed in  situ  and  localized  to  the  organ  dur- 
ing the  period  1950-61  against  62.2%  during 
this  year. 

Malignant  Neoplasm  of  Buccal  Cavity  and 
Pharynx  (Site  Group  140-148) 

The  total  number  is  293  or  7.8%  of  all 
cancer,  230  males  (12%  of  males  cancer), 
and  63  females  (3.4%  of  females  cancer). 
These  percentages  are  almost  double  of  those 
occurred  in  countries  as  Norway,  Sweden, 
and  New  York  State.  (1,2,3)  Figure  1 gives 
the  distribution  of  cases  by  site  and  sex.  The 
male  preponderance  is  most  marked  in  cancer 
of  the  floor  of  the  mouth,  other  parts  of  the 
mouth,  and  mouth  unspecified  (143-144). 
The  whole  group  male:  female  ratio  is  3.7 : 1. 
The  most  affected  groups  of  age  are  from 
45  to  75  years  (App.  3) . 


Hoi.  Asoc.  Mid.  P.  Rico 
Octubre  f 1965 


Cancer  in  Puerto  Rico  495 


Cancer  of  the  site  group  140-148  was 
microscopically  confirmed  in  97.4%  for  males 
and  93.7%  for  females.  The  most  frequent 
histological  type  is  epidermoid  carcinoma 
(App.  4). 


Cancer  of  the  Digestive  Tract  (Site  Group 
150-159) 

The  total  number  is  1,003  cases  or  26.5% 
of  all  cancer,  614  males  (32%  of  male  can- 
cer) and  389  females  (20.9%  of  female  can- 
cer) . As  a group,  these  percentages  are  similar 
to  those  of  New  York  State  and  Sweden, 
but  lower  than  Norway.  (1,2,3)  Figure  2 
gives  the  distribution  of  cases  as  to  site  and 
sex. 

Age-specific  incidence  rates  of  100  or 
more  per  100,000  start  in  males  as  early  as 
50  years  of  age  and  60  years  of  age  in  females, 
but  significant  number  of  cases  were  reported 
occurred  as  early  as  40  years  of  age  (App.  3) . 
The  male:  female  ratio  is  1.6  : 1.  Sixty  three 
percent  in  males,  and  62%  in  females  are  mi- 
croscopically confirmed.  The  most  frequent 
histological  type  is  adenocarcinoma  (App.  4) . 
Esophagus  (150)  — The  total  number 

is  223  or  5.9%  of  all  cancer,  149  males  (7.8% 


of  male  cancer),  and  74  females  (3.9%  of 
female  cancer) . These  percentages  are  five 
times  greater  than  the  corresponding  of  New 
York  State,  Norway  and  Sweden  ( 1,2,3) . This 
gives  a crude  incidence  rate  of  12.4  and 
5.9  per  100,000  males  and  females  respecti- 
vely, in  comparison  with  9.5  and  4.6  for  the 
period  1950-61.  The  Puerto  Rico  age-adjus- 
ted mortality  rates  from  cancer  of  the  esoph- 
agus ranked  first  among  24  other  countries. 
(4)  Age-specific  incidence  rates  of  20  per 
100,000  occur  10  years  earlier  in  males  than 
females,  and  there  is  a significant  number  of 
cases  in  males  as  early  as  45  years  of  age 
(App.  3).  The  crude  male:  female  ratio  is 
2.0:1.  The  percentage  of  esophageal  cancer 
with  the  histological  confirmation  is  71.8 
for  male  and  62.1  for  females  in  comparison 
with  63.5  and  64.2  respectively  for  the  period 
1950-61.  Histologically,  93%  of  the  male  and 
87%  of  the  female  esophageal  cancers  are  of 
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squamous  type  (App.  4).  This  site  ranks 
fifth  in  the  frequency  list  of  males  and  fe- 
males. (App.  1). 

Stomach  (151)  — The  total  number  is 

395  or  10.4%  of  all  cancer,  262  males  (13.7% 
of  male  cancer),  and  133  females  (7.1%  fe- 
male cancer) . 4'hese  percentages  are  double 
of  those  of  New  York  State,  (1)  half  of  those 
of  Norway,  (2)  and  almost  equal  to  those 
of  Sweden.  (3) . The  crude  sex  ratio  is  almost 
2.0:1. 

Among  male  cancer,  cancer  of  the  stomach 
ranks  second  in  the  frequency  list,  and  fourth 
in  female  cancer.  The  crude  incidence  rates 
for  cancer  of  the  stomach  for  males  is  21.9 
and  10.6  for  females,  in  comparison  with 

25.0  and,  11.7  respectively  for  the  period 
1950-61.  The  Puerto  Rico  age-adjusted  mor- 
tality rates  from  cancer  of  the  stomach  ranks 
tenth  among  24  other  countries.  The  age- 
adjusted  incidence  rates  of  cancer  of  the  sto- 
mach in  Puerto  Rico  had  a stable  ten  year 
trend  (1950-59),  with  an  apparent  decrease 
which  was  more  notable  in  females.  (5)  Age- 
adjusted  incidence  rates  of  30  or  more  per 

100.000  start  at  45  years  in  males  but  at  65 
years  in  females.  (App.  3)  Fifty  five  per  cent 
of  cancer  cases  of  the  stomach,  in  males,  are 
microscopically  confirmed,  and  49.6%  are 
confirmed  in  females,  in  comparison  with 
37.2%  and  31.9%  respectively  for  the  period 
1950-61. 

The  most  frequent  histological  type  is 
adenocarcinoma,  both  in  males  and  females 
(App.  4). 

Colon  (exept  Rectum)  (153)  — The  to- 
tal numbeR-is  97  or  2.6%  of  all  cancer,  42 
males  (2.2%  of  male  cancer)  and  55  females 
(3.0%  of  female  cancer).  The  corresponding 
percentages  of  this  site  in  northern  latitudes 
are  three  times  higher  than  these  ones.  ( 1,2,3) 
Cancer  of  the  colon  is  not  in  the  ten  leading 


sites  frequency  list  for  males,  but  it  ranks 
sixth  for  females  (App.  1).  The  crude  male- 
female  ratio  is  0.8:1.  The  crude  incidence 
rates  are  3.3  and  4.4  per  100,000  males  and 
females,  respectively.  Age-specific  incidence 
rates  of  30  or  more  per  100,000  start  at  65 
years  of  age  in  both  sexes,  but  females  have 
greater  rates  (App.  3).  The  greater  number 
of  cases  occurred  in  60-75  group  of  age.  Cases 
confirmed  microscopically  are  34  in  males 
and  37  in  females.  Sixty  three  out  of  seventy 
one  confirmed  cases  are  adenocarcinoma. 
Rectum  (154)  — The  total  number  is 

59  or  1.6%  of  all  cancer,  29  males  (1.5% 
of  male  cancer),  and  30  females  (1.6%  of 
female  cancer) . The  percentages  are  almost 
three  times  lower  than  those  of  the  already 
mentioned  northern  countries.  (1,2,3).  The 
crude  incidence  rates  are  2.4  per  100,000 
population  in  both  sexes,  with  no  difference 
for  those  rates  of  the  period  1950-61.  The 
crude  male : female  ratio  is  almost  1.0:1. 
Cancer  of  the  rectum  is  not  in  the  ten  lead- 
ing sites  frequency  list  of  males  and  females. 
Age-specific  incidence  rates  of  30  or  more  per 

100,000  exist  only  in  female  75  or  more  years 
of  age.  The  cases  of  this  site  belong  to  45 
and  older  ages  (App.  3).  Microscopical  con- 
firmation exists  in  55  cases  in  both  sexes. 
The  predominant  histological  type  is  ade- 
nocarcinoma, (45  out  of  55  confirmed  cases) 
(App.  4). 

Biliary  Passages  and  Liver,  Primary  (1551 
The  total  number  is  84  or  2.2%  of  all 
cancer,  45  males  (2.3%  of  male  cancer),  and 
39  females  (2.1%  of  female  cancer).  These 
percentages,  although  higher  than  New  York 
State,  Norway  and  Sweden,  the  difference 
is  small.  (1,2,3).  The  crude  incidence  rates 
are  3.7  and  3.1  per  100,000  males  and  fema- 
les respectively  in  comparison  with  1.4  and 
1.8  for  the  period  1950-61.  The  crude  male- 
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female  ratio  is  1.2:1.  The  microscopicall)- 
confirmed  cases  for  site  155  are  33  in  males 
and  32  in  females.  Adenocarcinoma  predomi- 
nated (App.  4).  Appendix  3 shows  age-spe- 
cific incidence  rates  of  30  or  more  per 
j 100,000  at  65  years  in  males,  but  at  75  years 
! in  females.  This  site  ranks  tenth  for  female 
frequency  list,  but  is  not  in  the  ten  leading 
list  for  males. 

Liver,  unspecified  as  to  whether  primary 
or  not  (156)  — The  total  number  is  40  or 
1.0%  of  all  cancer,  24  males  and  16  females. 
Microscopical  confirmation  was  obtained  in 
9 cases  in  males  and  7 cases  in  females. 

Pancreas  (157)  — The  total  number  is 
74  or  1.96%  of  all  cancer,  48  males*(2.5%  of 
male  cancer),  and  26  females  (1.4%  of 
female  cancer) . The  percentages  of  those 
mentioned  epuntries  are  about  50%  high- 
er.  (1,2,3).  The  crude  male-female  ratio 
i is  1.8:1.  Appendix  3 shows  a very  irregular 
distribution  of  age-specific  incidence  rates  in 
' both  sexes. 

Cancer  of  the  pancreas  was  microscopi- 
cally confirmed  in.  19  males  and  15  females. 
Twenty  eight  out  of  34  are  adenocarcinomas. 
Peritoneum  (158)  — Eight  primarv’  pe- 
ritoneal tumors  were  reported,  5 among  ma- 
i les  and  3 among  females.  No  metastatic  le- 
sions of  peritoneum  are  included  here. 

Cancer  of  Respiratory  System  (Site  Group 
160-165) 

The  total  number  is  240  or  6.4%  of  all 
■ cancer,  184  males  (9.6%  of  male  cancer) , 
and  56  females  (3.0%  of  female  cancer).  As 
I a group  site  these  percentages  are  similar  to 
' those  of  Norway  and  Sweden,  but  almost 
half  of  that  of  New  York  State.  The  crude 
I male . female  ratio  is  3.3:1.  Figure  3 shows 
; the  distribution  as^to  site  and  sex  of  cancer 


cases  of  this  group.  Age-specific  incidence 
rates  of  30  or  more  per  100,000  start  15  years 
earlier  in  males  (App.  3).  Microscopical 
confirmation  was  obtained  in  69.6%  of  males 
and  64.3%  of  females,  in  comparison  with 
59.7%,  and  52.2%  respectively  for  the  period 
1950-61.  The  predominant  histological  type 
was  epidermoid  carcinoma  with  59.1  for 
both  sexes  (App.  4). 

Nose,  Nasal  Cavities,  Middle  Ear  and  Ac- 
cessory Sinuses  (160)  — The  total  number 
is  11  or  0.3%  of  all  cancer,  (5  males  and  6 
females) . Microscopical  confirmation  is  ob- 
tained in  9 cases,  5 of  them  are  Epidermoid 
Carcinoma. 

Larynx  (161)  — The  total  number  is  70 
or  1.9%  of  all  cancers,  59  males  (3.1%  of 
male  cancer),  and  11  females  (or  0.6%  of 
female  cancer) . The  crude  male-female  ra- 
tio is  5:1.  The  crude  incidence  rates  are  4.9 
and  0.9  per  100,000  male  and  female  respec- 
tively. There  is  no  significant  difference  from 
the  average  rates  of  the  period  1950-61.  Age- 
specific  incidence  rates  of  30  or  more  per 
100,000  occur  only  in  males  and  start  at  65 
years  of  age.  (App.  3).  Microscopical  confir- 
mation was  obtained  in  57  cases  of  males  and 
10  cases  of  females;  lower  percentage  of  con- 
firmation was  obtained  during  the  period 
1950-61.  Sixty  two  patients  have  squamous 
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cell  carcinoma.  Two  are  diagnosed  with  car- 
cinoma in  situ,  and  three  are  not  specified 
types  of  carcinoma.  This  site  ranks  ninth  in 
the  ten  leading  sites  frequency  list  of  males, 
but  it  is  not  in  the  similar  list  of  females 
(App.  1). 

Trachea,  Bronchus,  Lung  and  Pleura  (Pri- 
mary and  unspecified  as  to  whether  pri- 
mary or  secondary)  (162-163)  — The  total 
number  is  154  or  4.1%  of  all  cancer,  115 
male  (6.0%  of  male  cancer),  and  39  females 
(2.1%  of  female  cancer).  Female  percentage 
is  very  similar  to  those  of  New  York  State, 
Norway  and  Sweden;  male  percentage  is 
2.6  times  lower  than  the  percentage  of  this 
site  in  upper  New  York  State  (16.6%)  but 
similar  to  Norway  (5.1%)  and  a little  lower 
than  Sweden  (8%).  (1,2,3).  The  trachea 
did  not  present  any  malignant  tumor  during 
this  year.  The  crude  incidence  rates  of  lung 
cancer  in  Puerto  Rico  in  1962  are  9.6  and  3.1 


per  100,000  males  and  females  respectively, 
in  comparison  with  6.8  and  2.0  as  average 
rates  for  the  period  1950-61.  Although  the 
greatest  age-specific  rates  of  cases  occur  be- 
yond 59  years  of  age,  there  are  cases  reported 
as  early  as  30  years  of  age  (App.  3) . Lung 
cancer  ranks  sixth  among  male  cancer,  but 
it  is  not  in  the  10  leading  sites  list  of  female 
cancer  (App.  1).  The  crude  male: female 
ratio  is  almost  3.0:1.  Sixty  six  per  cent  in 
males,  and  fifty  four  per  cent  in  females  are 
histologically  confirmed.  Sixty  one  per  cent 
are  epidermoid  and  anaplastic  carcinomas 
(App.  4) . 

In  Puerto  Rico  the  male-female  ratio  of 
squamous  type  plus  anaplastic  is  4:1.  On  the 
other  hand,  adenocarcinoma  plus  bronchiolar 
carcinoma  has  a ratio  of  3:1.  Although  there 
exists  a male  preponderance  in  the  former 
category,  it  is  still  lower  than  the  ratio  of 
New  York  State  (7:1).* 

*To  be  continued  in  a subsequent  issue. 
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APPENDIX  I 

THE  TEN  LEADING  SITES  OF  CANCER,  BY  SEX  PUERTO  RICO,  1962. 


Males 

Number 

% 

Rate  ** 

% change 

(140-205) 

All  Sites 

1914 

100.0 

159.7 

+ 27 

(191) 

Skin,  except  melanoma 

285 

14.9 

23.8 

+ 31 

(151) 

Stomach 

262 

13.7 

21.9 

- 11 

(177) 

Prostate 

165 

8.6 

13.8 

+ 77 

(140-144) 

Buccal  cavity 

164 

8.6 

13.8 

-f  47 

(150) 

Esophagus 

149 

7.8 

12.4 

+ 31 

(162  & 163) 

Trachea,  bronchus,  lung 

115 

6.0 

9.6 

+ 41 

(181) 

Bladder  and  other  urinary 
organs 

87 

4.5 

7.3 

+ 52 

(145-148) 

Pharynx 

66 

3.4 

5.5 

+ 10 

(161) 

Larynx 

59 

3.1 

4.9 

-t-  36 

(204) 

Leukemia,  aleukemia 

57 

3.0 

4.8 

+ 41 

All  Other  Parts 

505 

26.4 

42.0 

Females 

(140-205) 

All  Sites 

1861 

100.0 

148.1 

+ 18 

(171) 

Cervix  uteri 

480 

25.8 

38.2 

+ 26 

(191) 

Skin,  except  melanoma 

340 

18.3 

27.1 

-f  40 

(170) 

Breast 

136 

7.3 

10.8 

+ 3 

(151) 

Stomach 

133 

7.1 

10.6 

- 10 

(150) 

Esophagus 

74 

4.0 

5.9 

+ 28 

(153) 

Large  intestine  (except  rectum) 

55 

3.0 

4.4 

+ 16 

172,  173, 

Uterus,  except  cervix 

46 

2.5 

3.7 

* 59 

& 174) 
(140-144) 

Buccal  cavity 

46 

2.5 

3.7 

+ 43 

(204) 

Leukemia,  aleukemia 

42 

2.3 

3.3 

+ 18 

(155) 

Biliary  passages  and  liver 
(primary) 

39 

2.1 

3.1 

-t-  72 

All  Other  Parts 

470 

25.3 

37.4 

* — From  the  Average  Annual  Rate  for  1950-1961 
— Per  100,000  population 

APPENDIX  2 


AGE-ADJUSTED*  CANCER  INCIDENCE  - PUERTO  RICO,  1950-1962 


Males 

Females 

Males 

Females 

1950 

92.8 

117.1 

1958 

121.1 

111.4 

1951 

90.6 

112.7 

1959 

123.5 

118.0 

1952 

108.0 

125.9 

1960 

133.0 

122.6 

1953 

107.9 

117.9 

1961 

126.6 

124.9 

1954 

105.0 

114.9 

1962 

130.0 

122.3 

1955 

105.3 

108.9 

% of  change 

1956 

118.8 

112.9 

between  1950 

1957 

119.9 

119.0 

and  1962 

+ 40.1 

+ 4.4 

— 1950  Puerto  Rico  population  as  standard. 
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CANCER  CASES  AND  RATES*  BY  PRIMARY  SITE,  SEX,  AND  AGE  — PUERTO  RICO,  1962 
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GESTATIONAL  DIABETES 


Edward  0‘Neill,  M.D. 


The  high  frequency  with  which  pre- 
diabetes was  discovered  in  our  obstetrical 
practice  impressed  us  and  prompted  this 
review  of  all  the  cases  discovered  between 
June  1957  to  September  30,  1964.  A sum- 
mary of  our  findings  is  the  subject  of  this 
report. 

Materials  and  Methods 

Of  1314  viable  deliveries  performed  between 
January  1,  1957  and  September  30,  1964  we  found 
45  deliveries  of  37  patients  that  manifested  an 
abnormal  glucose  tolerance  test  during  the  preg- 
nancy. Four  patients  accounted  for  eight  pregnan- 
cies and  two  for  six  pregnancies  of  the  total.  This 
gives  an  incidence  of  1 in  29  viable  pregnancies  or 
3.4%.  The  oral  glucose  tolerance  last  (GTT)  was 
performed.  This  test  was  performed  during  the 
first  trimester  in  seven  cases,  during  the  second 
trimester  in  twenty  one  cases  and  during  the  third 
trimester  in  fifteen  cases.  One  case  had  it  done  in 
the  first,  second  and  third  trimester  because  of 
persistent  glycosuria  in  spite  of  normal  values  and 
finally  in  the  third  trimester  it  was  found  to  be 
abnormal.  Another  case  had  it  done  in  the  first 
and  second  trimester.  The  abnormality  of  the 
glucose  tolerance  test  was  classified  according  to 


From  the  Department  of  Obstetrics  and  Gyneco- 
logy, School  of  Medicine,  University  of  Puerto  Rico. 

Presented  at  the  Puerto  Rico  Medical  Association 
Annual  Meeting,  November  11,  1964. 


severity  into  suspicious,  prediabetes  and  gestational 
diabetes. 

We  classified  as  suspicious  a 2-hour  level  in 
the  Somogyi  test-  of  100-110  mg.  % or  of  125-140 
mg.  % in  the  Folin  Wu.  There  were  10  cases  clas- 
sified as  suspicious.  We  classified  as  prediabetic  a 
2 hour  level  of  110-120  mg.  % in  the  Somogyi  test 
or  140-170  mg.  % in  the  Folin  Wu  method.  There 
were  15  cases  classified  as  prediabetic.  We  classified 
as  gestational  diabetic  those  cases  that  showed  a 
2-hour  level  of  over  120  mg.  in  the  Somogyi  method 
or  of  over  170  mg.  % in  the  Folin  Wu  method. 
We  classified  20  cases  as  gestational  diabetics. 

Prediabetes  was  suspected  if  there  was  close 
family  history  of  diabetes,  glycosuria  in  present 
pregnancy,  previous  history  of  recurrent  toxemia 
in  pregnancy,  past  history  of  large  babies  or  un- 
explained stillbirth  or  neonatal  death,  or  persis- 
tent moniliasis  in  the  present  pregnancy.  More 
than  one  reason  existed  in  many  of  the  patients; 
the  most  common  combinations  were  a family 
history  of  diabetes  and  glycosuria  in  present  preg- 
nancy and  of  a past  history  of  toxemia  and  gly- 
cosuria in  present  pregnancy.  The  one  case  of 
sterility  was  diagnosed  during  the  sterility  work 
up.  Table  I summarizes  the  reason  for  ordering 
the  G.T.T. 

Results 

Table  II  summarizes  the  number  of  cases 
per  year  that  we  have  encountered.  Table 
III  summarizes  the  age  distribution.  The 
youngest  patient  was  18  years  of  age  and 
the  oldest  43.  Eighty  two  per  cent  of  the 
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TABLE  I:  REASON  FOR  ORDERING  GTT* 


Indication 

Number 

Family  History 

26 

Past  Ob.  History 

abortion 

4 

unexplained  stillbirth 

4 

large  baby 

4 

toxemia 

10 

Past  History 

prediabetes 

8 

sterility 

1 

Present  Obstetrical  History 

glycosuria 

19 

monilia 

9 

toxemia 

1 

*GTT  — glucose  tolerance  test 


TABLE  II:  GLUCOSE 

TOLERANCE 

Year 

No.  of  Deliveries 

Abnormal  Glucose 

Tolerance  Test 

1957 

10 



1958 

45 

1 

1959 

69 

2 

1960 

109 

2 

1961 

151 

1 

1962 

206 

4 

1963 

286 

9 

1964 

238 

26 

TABLE  III:  AGE 

DISTRIBUTION 

Ages 

Cases 

15-20 

3 

21-25 

12 

26-30 

13 

31-35 

12 

36-40 

3 

41-45 

2 

TABLE  IV:  GRAVITY 


Gravida 

Cases 

I 

15 

II 

9 

HI 

14 

IV 

3 

V 

1 

VI 

2 

VII 

1 

TABLE  V:  WEIGHT  DISTRIBUTION  AT  FIRST 
VISIT 

Weight 

Cases 

120  lbs. 

7 

121-140 

16 

141-160 

9 

161-180 

6 

181-200 

6 

201 

1 

TABLE  VI: 

WEIGHT 

GAIN 

W^eight  Change 

(lb) 

Cases 

0-5 

9 

5-10 

9 

10-15 

12 

15-20 

5 

20-25 

3 

Loss 

7 

patients  were  between  the  ages  of  22  to  34. 
One  third  of  the  patients  were  primigrávidas 
and  83%  were  gravida  III  or  less  (Table 
IV).  Table  V shows  the  weight  distribution 
at  the  first  visit.  Half  of  the  patients  started 
the  pregnancy  overweight.  The  weight  gain 
was  kept  below  25  ponds  in  all  cases,  in  37 
cases  it  was  15  pounds  or  less  and  seven 
patients  lost  weight.  Toxemia  was  manifested 
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in  19  patients.  We  diagnose  toxemia  when- 
ever the  blood  pressure  is  130/90  mm.  Ilg.  or 
higher  or  there  is  an  increase  of  30  mm.  in 
the  systolic  or  15  mm.  in  the  diastolic  pres- 
sure, edema  of  the  upper  half  of  the  body 
exists  or  the  patient  gains  over  5 pounds  in 
one  week,  or  Proteinuria  of  1 + or  more  is 
found  in  the  clean  voided  specimens. 

Three  babies  were  premature  by  weight, 
one  induced  at  35  weeks  because  of  Rh  iso- 
immunization and  the  other  two  were  of 
pregnancies  terminated  because  of  toxemia. 
Two  other  were  premature  by  length  of 
gestation  only.  Most  of  the  babies  weighed 
less  than  8 pounds.  Six  babies  were  larger 
than  one  would  expect.  (See  Table  VIII) 


TABLE  VII;  BABY'S  WEIGHT 


Weight  (lb) 

Cases 

4-5 

1 

5-6 

6 

6-7 

19 

7-8 

17 

8-9 

1 

9-10 

1 

10-11 

11- 

1 

TABLE  VIII;  BABY'S  WEIGHT  LARGER  THAN 
EXPECTED 


(a)  set  of  twins  at  38  weeks 

(b)  a 7 lb.  baby  at  33  weeks 

(c)  a 6 lb.  9 oz.  baby  at  34  weeks 

(d)  a 9 lb.  3 oz.  baby  at  40  weeks 

(e)  all  lb.  3 oz.  baby  at  40  weeks 


7 lbs.  6 oz. 
7 lbs.  8 oz. 


There  was  one  antepartal  fetal  death  in 
a prediabetic  with  a previous  cesarean  sec- 
tion at  35  weeks  of  gestation  apparently  due 
to  a cord  accident. 


Twenty  five  patients  manifested  glycosuria 
during  the  present  pregnancy.  Twelve  of 
them  had  a close  family  history  of  diabetes. 
This  glycosuria  varied  from  l-j-  to  4-)-.  It  was 
manifested  during  the  first  trimester  in  two 
pregnancies,  during  the  second  in  fifteen  and 
during  the  third  in  eight.  Both  cases  that 
had  it  in  the  first  trimester  showed  a 4-|- 
glycosuria  and  both  turned  out  to  be  gesta- 
tional diabetics.  Of  the  total  seven  cases  that 
manifested  a 4-|-  glycosuria  four  cases  were 
gestational  diabetics.  After  diagnosis  of  the 
condition  eighteen  patients  manifested  gly- 
cosuria on  one  or  more  occasions.  (See  Table 
IX). 


TABLE  IX;  GLYCOSURIA  OF  PRESENT 
PREGNANCY 


Trimester  manifested 

Cases 

1st 

2 

2nd 

15 

3rd 

8 

Treatment 

Once  the  condition  was  diagnosed  treat- 
ment consisted  of  a diet  of  1500  to  2,000 
calories  daily  that  provided  180  to  200  gms. 
of  carbohydrate  and  1.5  to  2 gms.  of  protein/ 
Kg.  of  body  weight  per  day.  Salt  intake  was 
restricted.  Oral  hypoglycemics  and  thiazide 
diuretics  were  avoided.  Nineteen  of  these 
cases  were  followed  jointly  with  an  endo- 
crinologist. 

Table  X summarizes  the  method  of  term- 
ination of  pregnancy. 

Uncomplicated  cases  were  terminated 
when  the  cervix  was  ripe,  never  before  37 
weeks  of  gestation.  Otherwise  spontaneous 
onset  of  labor  was  allowed  to  take  place. 
Complicated  cases  were  terminated  accord- 
ing to  the  complication.  Two  patients  had 
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premature  rupture  of  the  membranes  at  33 
and  34  weeks  respectively,  with  spontaneous 
onset  of  labor.  A third  patient  went  into 
labor  spontaneously  at  36  weeks.  Eleven  pa- 
tients went  into  labor  spontaneously.  Induc- 
tion was  carried  out  in  27  patients,  of  which 
4 ended  in  cesarean  section.  There  were 
five  repeat  cesarean  sections  and  six  primary 
csarean  sections. 

The  six  primary  sections  were  as  follows: 
( 1 ) Elderly  primigrávida  — toxemia,  bor- 
derline pelvis  with  failure  of  intravenous 
pitocin  induction  at  37  weeks.  (2)  Cephalo- 
pelvic  disproportion  due  to  large  baby  of 
a pregnancy  induced  at  term  by  amniorrhexis 
(11  pounds  3 ounces  baby).  (3)  Failure  of 
induction  at  37  weeks  performed  by  am- 
niorrhexis because  of  fetal  heart  iregularity. 
(4)  Fetal  distress  developed  during  induc- 
tion performed  by  amniorrhexis  plus  intrave- 
nous pitocin.  (5)  Gestational  diabetic  with 
toxemia  at  38  weeks  that  had  a contracted 
inlet  with  obvious  cephalopelvic  dispropor- 
tion. This  was  an  elective  cesarean  section 
(6)  Severe  toxemia  at  36  weeks.  This  was  an 
elective  cesarean  section. 

Of  the  twenty  gestational  diabetics  three 
went  into  labor  spontaneously  at  33,  34  and 
38  weeks  respectively.  Two  had  a previous 
cesarean  section  and  elective  repeat  cesarean 


section  was  perfonned  at  37  weeks  in  one 
and  at  an  undetermined  length  of  gestation 
in  another  because  she  was  in  labor.  One 
patient  was  sectioned  at  37  weeks  after  fail- 
ure of  induction  (elderly  primigrávida  with 
toxemia  and  borderline  pelvis)  and  another 
electively  at  38  weeks  because  of  toxemia 
with  inlet  contraction  and  obvious  cephalo- 
pelvic disproportion.  The  other  13  cases 
were  induced  at  various  lengths  of  gestation, 
one  of  which  was  performed  at  35  weeks 
because  of  Rh  isoimmunization. 

Discussion 

The  maternal  mortality  rate  has  decreas- 
ed markedly  but  the  same  can  not  be  said 
of  the  perinatal  mortality  rate.  In  order  to 
reduce  the  present  perinatal  mortality  rate 
it  is  necessary  to  investigate  all  causes  of 
perinatal  deaths.  Jackson  (1)  reported  a 
perinatal  loss  in  the  prediabetic  years  of  the 
expectant  mother  of  15  to  20%  rising  to  a 
30  to  50%  in  the  two  years  immediately  pre- 
ceding the  diagnosis  of  diabetes.  On  the 
other  hand,  improvement  in  fetal  salvage  of 
the  known  diabetic  mother  has  taken  place 
so  that  in  many  centers  the  perinatal  mor- 
tality is  less  than  10%.  (2)  When  the  pos- 
sibility of  a mother  becoming  a diabetic  later 


TABLE  X:  METHOD  OF  TERMINATION  OF  PREGNANCY 


Week  of  gestation 

33 

34  35 

36 

37 

38 

39 

40 

41  ? 

‘Total’ 

Spontaneous 

1 

1 

1 

1 

2 

5 

11 

Introduction,  striping 

1 

1 

Artificial  rupture  BOW 

1* 

4 

2* 

3 

10 

I.  V.  Pitocin 

3* 

3 

3 

2 

11 

Both 

3* 

2 

5 

Cesarean  section,  primary 

1 

3* 

1 

1* 

6 

Cesarean  section,  repeated 

1 

3 

1 

5 

49 

1 1 1 2 10  8 5 10  1 6 'IT 


Total 


r « Q Í olumen  57 
Sumfro  10 
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in  life  is  considered,  the  condition  is  diagnos- 
ed and  pregnancy  managed  accordingly,  the 
perinatal  mortality  should  be  less  than  that 
of  the  frank  diabetic.  In  our  series  the  un- 
corrected perinatal  mortality  is  2.2% 

In  an  individual  destined  to  become  a 
diabetic  the  time  interval  between  concep- 
tion and  definite  diagnosis  of  diabetes  is  con- 
sidered as  the  prediabetic  state.  Conn  (3) 
states  that  at  the  present  time  the  index 
which  takes  us  back  the  farthest  in  the  pre- 
diabetic state  is  the  remarkable  correlation 
between  very  large  babies  at  birth  and  the 
very  high  incidence  of  diabetes  in  the  mother 
of  these  children.  In  his  series  he  found  that 
31%  of  the  babies  of  prediabetic  mothers 
weighed  over  10  lbs.,  that  10%  of  the  babies 
fathered  by  a prediabetic  weighed  over  10 
lbs.,  while  only  3.7%  of  babies  of  normal 
parents,  weighed  over  10  lbs.  The  presence 
of  diabetes  in  the  father  had  no  ill  effect  on 
fetal  survival. 

Allen  (4)  in  1939  on  talking  about  the 
glycosurias  of  pregnancy,  reported  on  a series 
of  43  pregnancies  in  38  diabetics  and  25 
pregnancies  in  “the  benign  type  of  gly- 
cosurias.” About  60%  of  the  babies  of  the 
diabetic  mothers  weighed  8 lbs.  or  more. 
On  reviewing  the  past  obstetrical  history  of 
the  diabetic  mothers  he  found  them  to  have 
given  birth  to  a high  percentage  of  large 
babies  long  before  clinical  diabetes  had  be- 
come manifest. 

As  a result  of  retrospective  studies  a pos- 
sible prediabetic  history  has  gradually  come 
to  be  recognized:  Unexplained  fetal  and 
neonatal  death,  large  size  baby,  repeated 
abortions,  congenital  anomalies,  a past  ob- 
stetrical history  of  repeated  toxemias,  a past 
history  of  glycosuria,  persistent  moniliasis  or 
sterility;  and  a family  history  of  diabetes  in 
the  immediate  family.  . 


In  a study  of  387  close  relatives  of  dia- 
betic patients  Conn  (3)  found  that  18% 
were  already  diabetics  without  knowing  it 
and  another  4%  were  probable  diabetics  as 
compared  to  a 1%  incidence  in  a control 
group  of  125  normal  persons.  Furthermore, 
using  the  cortisone  glucose  tolerance  test  he 
found  another  25%  that  showed  an  ab- 
normal curve  as  compared  to  a 3%  in  the 
control  group. 

As  to  the  present  pregnancy  the  appear- 
ance of  glycosuria  demands  prompt  investi- 
gation. In  Priscilla  White’s  (5)  classification 

TABLE  XI:  WHITE'S  CLASSIFICATION 


Class 

Definition 

A 

Abnormal  Glucose  Tolerance  test  only. 

No  insulin  required.  No  fasting  hyper- 
glycemia. 

B 

Onset  of  diabetes  after  age  20.  Duration  of 
diabetes  0 to  9 years. 

No  detectable  vascular  changes. 

C 

Onset  of  diabetes  between  the  ages  of  10 
and  20,  or  duration  of  diabetes  of  10  to  19 
years.  No  detectable  vascular  changes. 

D 

Onset  of  diabetes  before  age  10.  Duration 
of  diabetes  of  more  than  20  years.  Calcifi- 
cation of  leg  vessels,  retinopathy  or  both. 

E 

Changes  of  Class  D and  calcification  of  pel- 
vic vessels. 

F 

Chronic  albuminuria.  Nephropathy. 

of  diabetes  basea  on  the  concept  that  dia- 
betes with  onset  in  early  life  is  of  a more 
malignant  type  and  that  vascular  disease  is 
unlikely  in  diabetes  of  less  than  10  years 
duration  while  it  is  very  common  after  20 
years,  prediabetes  is  Class  A.  (See  Table 
XI)  Prediabetes  can  be  diagnosed  or  dis- 
covered during  periods  of  stress  such  as 
obesity,  corticosteroid  therapy  and  pregnancy. 
Because  diabetes  incidence  is  higher  in  mar- 
ried than  single  women,  rises  with  increasing 
parity  and  is  very  high  among  gravida  X or 
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more,  pregnancy  has  been  considered  dia- 
betogenic. 

“Latent  diabetes”  is  an  interval  of  ap- 
parently normal  carbohydrate  metabolism 
following  a period  of  distinct  abnormal  car- 
bohydrate tolerance.  This  is  what  happens 
to  some  prediabetic  mothers  in  between 
pregnancies;  in  others  permanent  diabetes 
often  ensues. 

Jackson  (1)  diagnoses  prediabetes  when 
in  the  autopsy  of  a fetus  he  finds  enlarged 
islets  of  Langerhans,  accounting  for  about 
l^e  or  more  of  the  tissue  as  compared  to 
1.3pe  in  the  normal,  provided  the  fetus  is 
not  erythroblastotic. 

The  most  common  and  accepted  method 
for  the  diagnosis  of  diabetes  is  the  standard 
oral  glucose  tolerance  test.  This  test  is  per- 
formed by  giving  1.75  gm  of  glucose  Kg  of 
ideal  body  weight,  preceded  by  3 days  of  a 
normal  diet  with  at  least  300  grams  of  car- 
bohydrate per  day.  This  test  is  particularly 
helpful  during  the  second  or  third  trimester 
of  pregnancy 

The  intravenous  glucose  tolerance  test, 
the  cortisone  or  enforced  glucose  tolerance 
test  and  the  tolbutamide  tolerance  tests  are 
other  tests  that  can  be  used  but  have  not 
found  common  acceptance. 

.'\n  intravenous  glucose  tolerance  test  is 


considered  abnormal  if  the  blood  glucose 
is  not  back  to  normal  levels  within  60  min- 
utes. The  tolbutamide  test  is  considered  ab- 
normal if  20  minutes  after  the  intravenous 
dose  of  tolbutamide  the  blood  glucose  is  still 
90%  or  more  of  the  fasting  value,  and  or  if 
at  30  minutes  it  is  76%  or  more  of  the  fast- 
ing value.  It  thus  measures  the  dregee  of 
hypoglycemia  produced  by  intravenous  tol- 
butamide. 

On  the  basis  of  the  glucose  tolerance  test 
patient  can  be  classified  as  normal,  sus- 
picious, prediabetic  or  gestational  diabetic. 
(See  Table  XII) 

Summary 

.A,  perinatal  loss  in  the  prediabetic  years 
of  the  expectant  mothers  of  15  to  20%  rising 
to  30  to  50%  in  the  two  years  immediately 
preceding  the  diagnosis  of  diabetes  has  been 
reported.  When  prediabetes  is  discovered  and 
treated  the  perinatal  loss  can  be  markedly 
reduced.  .\n  uncorrected  2.2%  is  reported 
in  this  series. 

.\  possible  prediabetic  history  has  grad- 
ually come  to  be  recognized.  It  consists  of 
an  immediate  family  history  of  diabetes;  a 
past  obstetrical  history  of  large  babies,  unex- 
plained fetal  death  or  neonatal  death,  re- 


TABLE  XII:  CLASSIFICATION  ACCORDING  TO  GTT 


Normal 

.Suspicious 

Pre  Diabetic 

Diabetic 

Somogyi 

Fasting 

65-95 

110  and  over 

1 hour 

120 

120-160 

160 

2 hour 

100 

100-110 

110-120 

120 

3 liour 

65-95 

95-100 

100-110 

no 

Foliii  Wii 

tasting 

80-120 

140 

1 tiour 

165 

2 Itour 

120 

120-140 

140-170 

170 
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peated  abortions,  repeated  toxemia  or  glyco- 
suria; a past  history  of  moniliasis  or  sterility; 
a present  obstetrical  history  of  glycosuria  or 
moniliasis.  A glucose  tolerance  test  must  be 
perfonned  on  any  case  with  a possible  pre- 
diabetic history.  Diagnosis  is  best  established 
by  the  oral  glucose  tolerance  test,  preferably 
the  Somogyi-Nelson,  performed  during  the 
second  or  third  trimester. 

Our  results  with  45  cases  among  1,314 
pregnancies  have  been  reported.  This  is  an 
incidence  of  1 case  per  29  pregnancies  or 
3.4%. 

Treatment  consists  of  diet  that  will  pro- 
vide 1,200  to  3,000  calories  calculated  on  the 
basis  of  ideal  body  weight,  average  diet  is 
1800-2000  calories.  The  diet  will  provide 
150-250  gm.  of  carbohydrate/ day  1.5  to 
2 gms.  of  protein/Kg.  of  wt/day;  with  salt 
restriction.  The  use  of  oral  hypóglycemics 
and  thiazides  diuretics  is  to  be  avoided.  Un- 
complicated cases  were  induced  when  the 
cervix  was  ripe,  but  never  before  37  weeks 
of  gestation.  Otherwise  spontaneous  onset 
of  labor  was  allowed  to  take  place.  Compli- 
cated cases  were  terminated  according  to  the 
complication.  Toxemia  was  the  reason  for 
which  prompt  termination  was  most  fre- 
quently performed.  Cesarean  section  is  used 
mainly  for  obstetrical  complications  or  when 
toxemia  required  prompt  termination  in  the 
presence  of  contraindications  for  induction. 

More  studies  are  necessary  in  order  to 
determine  if  a glucose  tolerance  test  should 
be  a routine  in  all  our  prenatal  cases. 

Resumen 

Se  ha  informado  una  pérdida  perinatal 
de  15-20%  en  madres  durante  sus  años  pre- 
diabéticos aumentando  esta  incidencia  a un 
30-50%  en  los  dos  años  que  inmediatamente 


preceden  el  diagnóstico  de  diabetes.  Cuando 
la  prediabetes  es  descubierta  y tratada  la  pér- 
dida perinatal  puede  reducirse  considerable- 
mente. Una  incidencia  de  pérdida  perinatal 
de  2.2%  (sin  corregir)  se  informa  en  la  pre- 
sente serie. 

Se  ha  llegado  a reconocer  gradualmente 
un  historial  de  posible  prediabetes.  Consta 
por  lo  general  de  un  historial  de  diabetes 
en  la  familia  inmediata,  un  historial  obsté- 
trico pasado  de  niños  grandes,  muerte  neona- 
tal o fetal  sin  explicación  aparente,  abortos 
repetidos,  toxemia  repetida  o glicosuria;  un 
historial  pasado  de  moniliasis  o esterilidad; 
un  historial  obstétrico  presente  de  glicosuria 
o moniliasis.  Cualquier  caso  con  un  posible 
historial  prediabético  debe  someterse  a una 
prueba  de  tolerancia  en  glucosa.  El  diagnós- 
tico se  establece  con  mayor  exactitud  utili- 
zando una  prueba  de  tolerancia  a glucosa 
oral,  preferiblemente  la  prueba  Somogyi-Nel- 
son, practicada  durante  el  segundo  o tercer 
trimestre  de  embarazo. 

Hemos  informado  nuestros  resultados  con 
45  casos  en  1,314  embarazos.  Esto  refleja 
una  incidencia  de  1 caso  por  cada  29  emba- 
razos, o sea  3.4%. 

El  tratamiento  consiste  de  una  dieta  que 
provea  de  1,200  a 3,000  calorías,  calculada 
a base  del  peso  ideal.  La  dieta  promedio  re- 
sultante es  entre  1,800  y 2,000  calorías.  Esta 
dieta  proveerá  de  150-250  gramos  de  carbo- 
hidrato por  día,  1.5-2  gramos  de  proteína  por 
kilogramo  de  peso  por  día;  y proveerá  res- 
tricción de  sal.  El  uso  de  agentes  hipoglicé- 
micos  orales  y diuréticos  de  la  familia  de  las 
tiazidas  debe  evitarse.  Casos  sin  complicacio- 
nes fueron  inducidos  cuando  el  cuello  se 
consideraba  “maduro”  pero  nunca  antes  de 
la  trigésimoséptima  semana  de  gestación.  Co- 
mienzo del  trabajo  de  parto  espontáneo  fue 
permitido  en  otro  tipo  de  casos.  Casos  con 
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complicaciones  fueron  terminados  en  su  em- 
barazo, de  acuerdo  con  la  complicación  pre- 
sente. La  causa  por  la  cual  la  terminación 
de  un  embarazo  fue  instit\iída  más  rápida  y 
frecuentemente  fué  toxemia  del  embarazo. 
Terminación  de  embarazo  utilizando  opera- 
ción cesárea  se  usó  mayormente  por  compli- 
caciones de  tipo  obstétrico  y donde  la  ter- 
minación del  embarazo  con  relativa  rapidez 
estaba  indicada  pero  estaban  presentes  con- 
traindicaciones a inducción  del  trabajo  de 
parto  por  otros  métodos. 

Se  necesitarán  más  estudios  antes  de  de- 
terminar si  una  prueba  de  tolerancia  a glu- 


cosa debe  incluirse  como  una  prueba  de  ru- 
tina en  el  cuidado  prenatal  de  estos  casos. 
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GASTRITIS  EXPERIMENTAL 
PAPILOMATOSA  POR  ACEITE  DE  CROTON 


La  acción  co-carcinogenética  del  aceite 
de  croton  en  la  piel  del  dorso  del  ratón  había 
sido  demostrada  por  diferentes  autores  hace 
ya  bastantes  años.  Recientemente,  Roe  (7) 
y Boutwell  colaboradores  (6)  demuestran 
que  usando  el  aceite  de  croton  imicamente 
durante  28  a 30  semanas  actúa  como  agente 
carcinogenético. 

Se  han  usado  diferentes  vehículos  de  so- 
lución para  el  aceite  de  croton.  Bezenblum 
y Shubik  (1)  y Holsti  (2,  3)  usan  el  aceite 
de  parafina.  Mottram  (4,  5),  Boutwell, 
Bosch  y Rusch  (6),  Roe  (7),  y Frei  y 
Ritchie  (8),  han  usado  el  aceite  de  croton 
disuelto  en  acetona  o benceno. 

La  primera  alusión,  a que  usando  única- 
mente el  aceite  de  croton  al  10%  en  benceno 
puede  desarrollar  papilomas  en  la  piel  del 
ratón,  la  encontramos  en  Orr  (9).  En  los 
trabajos  mas  recientes  de  Boutwell  (6)  y Roe 
(7)  queda  demostrado  que  la  aplicación  del 
aceite  de  croton  imicamente,  sin  haber  sido 
precedido  del  hidrocarburo  “sensibilizante”, 
es  capaz  de  producir  papilomas  si  se  admi- 
nistra durante  cierto  tiempo,  siendo  el  mí- 
nimo 10  semanas  de  aplicaciones  bisemana- 
les. Si  se  continúan  haciendo  aplicaciones 
aparecen  carcinomas  hacia  las  20  a 30  se- 
manas. 

Del  examen  químico  de  las  substancias 
extraídas  con  alcohol  caliente  del  croton 
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sparsiflorous,  realizado  por  Pande  y Temavid 
(10),  se  deduce  que  el  principio  activo  posee 
una  estructura  compleja  policiclica  desatu- 
rada, que  permite  en  sentido  amplio  relacio- 
narla con  los  compuestos  carcinogenéticos 
mas  conocidos. 

Material  y Métodos 

Se  han  utilizado  conejos  adultos  de  peso  que 
oscilaba  entre  4 y 6 libras.  Hemos  usado  12  conejos 
divididos  en  tres  series  de  4 conejos  cada  una.  A 
cada  conejo,  en  ayunas  de  24  horas  y en  decúbito 
izquierdo,  se  les  introducía  una  sonda  marcada  pa- 
ra dejarla  inmediatamente  por  debajo  del  cardias. 
Se  instilaba  por  la  sonda  muy  lentamente  1.5  mi. 
de  la  solución  al  0.5%  de  aceite  de  croton  en  alco- 
hol-éter a a.  Se  retiraba  la  sonda,  se  mantenía  al 
conejo  durante  10  minutos  en  decúbito  izquierdo  y 
después  se  reintegraba  a la  jaula.  Las  instilaciones 
se  hacían  dos  veces  por  semana,  martes  y viernes. 

El  primer  conejo  de  las  tres  series  se  sacrificaba 
pasada  la  primera  .semana  habiendo  recibido  2 
instilaciones.  El  segundo  a las  3 semanas  con  6 ins- 
tilaciones. El  tercero  a las  4 con  8 instilaciones  y 
finalmente  el  cuarto  conejo  era  sacrificado  pasadas 
6 semanas  con  un  total  de  12  instilaciones. 

Sacrificado  cada  conejo  se  obtenía  el  estómago, 
se  observaba  microscópicamente,  se  fijaba  en  for- 
mol  al  10%  y a las  24  horas  se  tomaban  amplias 
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biopsias  de  la  zona  afectada  macroscópicamente. 

Dos  conejos  se  los  tuvo  como  testigos  normales 
durante  todo  el  experimento  (6  semanas)  alimen- 
tados con  la  misma  dieta  “Purina  rabbit”. 

Cuatro  conejos  más  se  usaron  para  probar  la 
posible  acción  del  excipiente:  alcohol-éter  aa.  Dos 
de  ellos  se  sacrificaron  a las  seis  semanas  habiendo 
recibido  6 instilaciones  de  1.5  mi.  de  alcohol-éter. 
Los  otros  dos  fueron  sacrificados  a las  6 semanas 
habiendo  recibido  12  instilaciones  de  alcohol-éter  aa. 

Resultados 

Todos  los  conejos  sobrevivieron  al  expe- 
rimento. Ninguno  desarrolló  diarrea.  No  se 
observó  disminución  de  peso. 

Macroscópico:  Los  estómagos  de  los  dos  co- 
nejos normales  no  mostraban  ninguna  alte- 
ración macroscópica. 

Los  cuatro  conejos  que  habían  recibido 
alcohol-éter  únicamente  mostraban  la  zona 
afectada  coarrugada,  pero  la  superficie  de 
la  mucosa  era  lisa. 

En  los  conejos  del  experimento  aceite  de 
croton  0.5  ml%  en  alcohol-éter,  se  apreció 
la  coarrugación  de  la  mucosa  desde  la  pri- 
mera serie  sacrificada.  Pero  por  contraste 
con  los  conejos  que  sólo  habían  recibido  al- 
cohol-éter, la  superficie  de  la  mucosa  afec- 
tada en  un  área  aproximada  de  5 cm.  de 
diámetro  presentaba  un  aspecto  granuloso 
que  se  intensificaba  con  la  duración  del  ex- 
perimento formando  verdaderas  tuberosidades 
en  los  que  recibieron  de  8 a 12  instilaciones. 
Ninguno  de  los  12  conejos  de  alcohol-éter 
croton  estaban  exentos  de  patología  macros- 
cópica. (Fig.  1). 

Microscópico: 

Los  dos  controles  para  el  alimento  mues- 
tran una  mucosa  normal. 

Los  cuatro  animales  controles  para  el 
solvente  alcohol-éter  muestran  un  plegamien- 


to  de  la  mucosa  en  forma  papilar  producido 
por  la  contracción  de  la  Muscularis  mucosae 

(Fig.  2_).  _ 

Dos  instilaciones  de  aceite  de  croton  oca- 
sionan dilatación  y llenura  de  las  glándulas 
superficiales  con  masas  de  moco.  (Fig.  3). 

Aumentando  las  instilaciones  se  producen 
unas  proyecciones  papilares  de  la  superficie 
de  la  mucosa  con  alteraciones  del  epitelio 
superficial.  El  stratum  propium  está  edema- 
toso, infiltrado  y con  alguna  fibrosis.  Las 
glándulas  específicas  están  disminuidas. 
Cuando  las  instilaciones  alcanzan  el  número 
de  ocho,  se  produce  necrosis  en  la  mucosa 
que  se  extiende  a la  submucosa,  y las  pro- 
yecciones papilares  se  exageran  (Fig.  4). 

Al  alcanzar  las  12  instilaciones,  al  lado 
de  las  proyecciones  papilares  aparecen  neo- 
formaciones  papilomatosas.  (Fig.  5) 

Se  produce  hiperplasia  atípica  de  las  cé- 
lulas superficiales  de  la  mucosa  con  desa- 
rreglo en  su  orientación,  hipercromatismo 
nuclear  y desproporción  de  la  relación  nu- 
cleocitoplasmática. 

Comentarios 

No  obstante  la  antigua  alusión  de  ürr 
(9)  de  que  la  aplicación  del  aceite  de  croton 
sobre  la  piel  del  ratón,  sin  ser  precedida  de 
ningún  otro  agente  sensibilizante  era  capaz 
de  desarrollar  papilomas,  hasta  hace  muy 
poco  se  consideraba  que  el  aceite  de  croton 
ejercía  una  acción  secundaria  en  la  pro- 
ducción de  tumores  en  la  piel  de  ratones. 
Según  este  criterio,  era  preciso  una  acción 
previa  sensibilizante  de  un  hidrocarburo  car- 
cinogenético  para  que  el  croton  estimulase  los 
papilomas.  El  hidrocarburo  más  comunmen- 
te usado  era  el  9,  10  dimetil,  1-2  bezanthra- 
ceno  (D  MBA);  en  una  sola  aplicación 
actuaba  como  “factor  específico”  cambiando 
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Fig.  1:  Estómago  de  un  conejo  después  de  12 
instilaciones  de  1.5  mi.  de  0.5%  de  aceite  de  crotón 
en  alcohol-éter  aá.  Vista  general.  La  flecha  indica 
el  sitio  de  la  instilación. 
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Fig.  2:  Mucosa  gástrica  después  de  10  instilacio- 
nes de  1.5  mi.  de  0.5%  de  aceite  de  crotón  en 
alcohol-éter  aa.  El  plegamiento  de  la  mucosa  se 
debe  a contracción  de  la  muscularis  rnucosae.  (Co- 
loración HE,  Aumento  x 40  ca.)  . 


Fig.  3:  Mucosa  gástiica  de  conejo  desjniés  de  dos 
instilaciones  de  1.5  mi.  de  0.5%  de  aceite  trotón  en 
alcohol-éter  aa.  Inerte  secreción  de  moco  ton  al 
teración  del  epitelio  superficial.  (Coloración  II.  E. 
Aumento  x 120  ta.)  . 


Fig.  4:  Mucosa  gástrica  con  8 instilaciones  de 
1.5  mi.  de  0.5%  de  aceite  de  crotón  en  alcohol 
éter  áa.  Proyección  papilar  de  la  mucosa  con  alte- 
ración del  epitelio  superficial  edema  y fibrosis  del 
stratum  propriurn. 


éíg.  5:  Mucosa  gástrica  de  conejo  ton  12  instila 
clones  de  1.5  mi.  de  0.5%  de  aceite  ile  trotón  en 
alcohol-éter  aa.  Parte  tabular  y paite  foimatión 
papilumatosa  ton  indilerenciación  tiel  epitelio  ti 
lindrico,  politromatosis  y polimorfismo  de  los  nú 
cíeos. 
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unas  pocas  células,  a células  de  latentes  tu- 
mores que  estaban  dormidas  entre  las  otras 
normales.  El  aceite  de  croton  aplicado  sub- 
siguientemente, actuaría  de  factor  desarro- 
llador o promovedor  del  tumor. 

En  algunos  trabajos  también  se  atribuía 
al  aceite  de  croton  la  función  de  “factor 
sensibilizante”  para  la  ulterior  acción  del 
agente  carcinogenético.  .\sí  parece  demos- 
trado en  el  trabajo  de  Alian  Pound  (11): 
en  un  grupo  de  ratones  jjinta  con  una  solu- 
ción de  aceite  de  croton  en  acetona  la  mitad 
de  la  piel  24  horas  antes  de  la  inyección  de 
uretano.  Después  de  esta  inyección  toda  la 
piel  del  ratón  se  pinta  con  aceite  de  croton 
una  vez  semanal  durante  20  semanas.  El 
resultado  es  que  en  la  piel  que  fue  pintada 
con  aceite  de  croton  previamente  a la  admi- 
nistración de  uretano  surgen  mayor  número 
de  papilomas  que  en  la  que  no  lo  fue.  Esto 
parece  probar  la  acción  sensibilizante  del 
aceite  de  croton. 

Pero  en  los  últimos  años  se  ha  probado 
que  el  aceite  de  croton  por  si  mismo  es  capaz 
de  desarrollar  tumores  en  la  piel  del  ratón. 
Holsti  (3)  comprueba  que  ya  a las  2 semanas, 
después  de  4 aplicaciones  de  aceite  de  cro- 
ton al  5%  en  aceite  de  parafina  se  produce 
una  fuerte  hiperplasia  en  la  que  participan 
muy  poco  las  células  básales  en  tanto  que 
hay  un  gran  aumento  de  las  otras  células: 
degeneradas,  diferenciadas  y mitóticas. 
Boutwell  (6)  y Roe  (7)  usando  únicamente 
aceite  de  croton  en  acetona  en  aplicaciones 
bisemanales  observan  que  comienzan  a apa- 
recer papilomas  hacia  las  8-10  semanas,  au- 
mentando gradualmente  con  el  tiempo  y 
apareciendo  carcinomas  entre  la  30  y 72 
semanas. 

En  nuestro  experimento  hemos  investi- 
gado la  acción  que  pudiera  tener  el  excipiente 
utilizado  para  disolver  el  aceite  de  croton. 


Este  excipiente  que  es  un  excelente  solvente 
de  los  lipoides,  incluyendo  los  fosfolípidos, 
es  responsable  de  la  acción  de  coarrugación 
de  la  mucosa  formando  pliegues.  La  causa 
es  la  contracción  de  la  muscularis  mucosae. 
Pero  en  los  conejos  a los  que  sólo  se  instila 
el  alcohol-éter,  la  mucosa,  excepto  por  re- 
dundancia, pennanece  normal. 

Por  contraste,  los  que  reciben  instilacio- 
nes de  aceite  de  croton  al  0.5%  en  alcohol- 
éter,  se  le  empieza  a alterar  la  mucosa  a par- 
tir de  la  segunda  instilación.  Se  les  produce 
aumento  de  la  zona  del  stratum  propium, 
edema,  infiltración  y necrosis  que  profundiza 
hasta  la  base  de  la  mucosa  que  ocasiona  re- 
tracciones segmentarias  con  prominencia  de 
los  espacios  intermedios  en  fonna  de  pro- 
yecciones papilares  que  son  más  abundantes 
según  van  aumentando  las  instilaciones  Los 
conejos  que  reciben  12  instilaciones  desarro- 
llan formaciones  papilomatosas  con  atipismo 
de  las  glándulas  superficiales,  desarreglo  en 
su  orientación,  hipercromatismo  nuclear  y 
desproporción  de  la  relación  nucleocito-plas- 
mática. 

Resumen 

Se  ha  hecho  un  estudio  experimental  ins- 
tilando aceite  de  croton  al  0.5%  disuelto  en 
alcohol-éter,  en  los  estómagos  de  los  conejos. 

El  excipiente  provoca  coarrugación  de  la 
mucosa  por  contracción  de  la  muscularis  mu- 
cosae. 

El  aceite  de  croton  en  alcohol-éter  pro- 
duce lesiones  gastríticas  precoces  que  termi- 
nan en  formaciones  {Dapilomatosas  con  .ati- 
pismo glandular  en  los  conejos  que  recibie- 
ron 12  instilaciones. 

Summary 

The  effects  of  intragastric  instillation  of 
0.5%  croton  oil  in  alcohol-ether  and  of  al- 
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cohol-ether  alone  were  studied  in  rabbitts. 
Alcohol-ether  produced  wrinkling  of  the 
mucosa  due  to  contraction  of  the  muscularis 
mucosae.  Croton  oil  in  alcohol-ether  produc- 
ed a gastritis  which  evolved  to  the  form- 
ation of  papillomas  with  glandular  atypia 
in  the  rabbits  receiving  the  maximal  number 
of  applications. 
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SPECIAL  ARTICLE 


REFLUX  ESOPHAGITIS 
AiND  ITS  SURGICAL  MANAGEMENT 


Regurgitation  esophagitis  and  peptic  ul- 
ceration at  the  esophagogastric  junction  is 
an  important  problem  at  the  present  time 
despite  extensive  experimental  and  clinical 
investigations  to  elucidate  the  mechanisms  of 
development  of  the  lesion  and  despite  in- 
genious suggestions  for  operative  manage- 
ment. 

The  appearance  of  acid  peptic  esopha- 
gitis and  its  complications  of  stricture  and 
shortening  following  esophagogastric  anas- 
tomoses has  been  extensively  reported.  Peptic 
ulceration  also  may  be  the  result  of  ( 1 ) ex- 
cessive or  prolonged  vomiting,  or  (2)  incom- 
petence of  the  physiological  mechanism  at 
the  cardia,  which  may  occur  in  association 
with  hiatal  hernia  or  in  certain  unusual  ana- 
tomical variations  of  the  stomach.  The  ma- 
jority of  cases  of  inflammatory  stenosis  of 
the  lower  third  of  the  esophagus  can  be  ex- 
plained by  the  action  of  the  acid  peptic 
gastric  juice. 

To  insure  the  aboral  transit  of  food  from 
the  esophagus  into  the  stomach  and  to  mi- 
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nimize  the  effects  of  acid  peptic  regurgita- 
tion, the  junction  between  these  two  organs 
is  augmented  by  a group  of  structures  known 
collectively  as  the  cardiac  mechanism.  This 
mechanism  includes  the  valvular  device  at 
the  cardiac  orifice  and  the  diaphragmatic 
pinchcock  action  of  the  right  crus  of  the 
diaphragm  at  times  of  increased  strain.  The 
valvular  mechanism  of  the  cardiac  orifice, 
or  the  “hiatal  valve,”  consists  of  the  syner- 
gistic action  of  the  oblique  inosculation  of 
the  esophagus  into  the  stomach  and  the  dif- 
ference in  pressure  between  the  stomach  and 
the  esophagus. 

Regurgitation  and  belching  are  common 
physiological  events  in  normal  men  and  dogs 
and  demonstrate  that  the  cardiac  mechanism 
is  a reversible  one  which  may  be  at  times 
incompetent  normally.  Regurgitation  is  prone 
to  occur  when  intraluminal  esophageal  pres- 
sure falls  below  intragastric  or  intra-abdo- 
minal pressure.  Variations  of  intrathoracic 
pressure  are  transmitted  to  the  esophageal 
lumen.  The  intraluminal  pressure  of  the  eso- 
phagus is  negative  except  during  rises  in  in- 
trathoracic pressure  and  following  the  pas- 
sage of  a peristaltic  wave.  Under  such  cir- 
cumstances the  continuous  reflux  of  stomach 
contents  would  be  expected.  However,  the 
“hiatal  valve”  explains  how  food  can  pass 
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from  the  esophagus  into  the  stomach  even 
though  the  intragastric  pressure  is  higher. 
The  peristaltic  wave  offers  the  increment  in 
energy  to  increase  the  intraluminal  esopho- 
geal  pressure  to  a level  above  that  in  the 
stomach.  The  valve  then  opens  and  the  bolus 
enters  the  gastric  lumen.  When  the  incre- 
ment in  pressure  produced  by  the  peristaltic 
wave  falls  off,  the  intragastric  pressure  be- 
comes higher  than  the  intra-esophageal,  the 
mucosal  folds  are  approximated,  and  the 
valve  closes. 

If  this  cardiac  mechanism  becomes  dis- 
turbed by  a pathological  development  such 
as  a sliding  esophageal  hiatal  hernia,  or  by 
surgical  means  such  as  cardioplasty,  or  eso- 
phagogastrostomy  for  obstructing  lesions  at 
the  esophagogastric  junction,  the  undesirable 
efects  of  peptic  esophagitis  appear.  If  the 
gastric  juice  is  increased  in  amount  or  in 
relative  acidity,  the  tendency  to  peptic  ul- 
ceration is  even  more  pronounced.  This  is 
especially  seen  clinically  in  cases  of  duodenal 
ulcer  associated  with  hiatal  hernia. 

Reflux  is  prevented  normally  in  five 
ways:  (1)  by  the  oblique  implantation  of  the 
esophagus  into  the  lesser  curvature  of  the 
stomach  like  the  tip  of  a whistle,  where  the 
esophagus  forms  with  the  fornix  of  the 
stomach  the  acute  angle  of  His.  The  mucosal 
fold  produced  is  called  the  valve  of  Gubaroff; 
(2)  by  the  musde  fibers  of  the  right  crus  of 
the  diaphragm  which  stabilize  and  support 
the  right  border  of  the  esophagus;  (3)  by 
another  structure  which  exists  in  man  to  op- 
pose the  tendency  for  the  cardia  to  pass  into 
the  posterior  mediastinum  when  the  dia- 
phragm is  relaxed  in  expiration.  This  is  the 
diaphragmatico-esophageal  hiatus  and  is  in- 
serted into  the  adventitia  of  the  gullet  as  a 
membranous  ring  with  upward  and  down- 
ward “cuff”  extensions;  (4)  by  the  muscle 


fibers  of  the  stomach  along  the  lesser  curva- 
ture which  lie  like  a sling  surrounding  the 
cardia.  This  loop  of  gastric  muscle,  just  deep 
to  the  mucosa,  which  passes  around  the 
cardia  and  down  each  side  of  the  lesser  cur- 
vature helps  maintain  the  angle  of  His  at 
the  incisura.  The  earliest  description  of  this 
muscle  comes  from  Thomas  Willis  of  Oxford, 
who  not  only  described  the  loop  but  showed 
it  in  a drawing  dated  1674;  (5)  by  the  fact 
of  a tonic  action  of  the  esophagus  or  of  a 
sphincter  muscle  in  the  region  of  the  cardia, 
which  is  found  in  a state  of  permanent  tonus. 
This  has  been  a point  of  continuing  argu- 
ment between  anatomists  and  physiologists, 
but  in  my  opinion  there  is  no  clear-cut 
evidence  of  an  anatomical  sphincter. 

Although  there  is  no  anatomical  sphincter 
in  the  distal  esophagus,  the  initial  resistance 
to  reflux  which  is  seen  in  a surgically  created 
hiatal  hernia  introduces  the  possibility  of  a 
functional  sphincter.  However,  this  device 
by  itself  cannot  prevent  gastroesophageal 
reflux  from  increased  intraabdominal  pres- 
sure. Maintenance  of  the  angle  of  His  by 
itself  does  not  prevent  reflux.  This  can  be 
demonstrated  well  in  an  excised  esophagus 
and  stomach  by  applying  water  under  pres- 
sure through  the  pylorus.  Maintenance  of 
the  angle  does  not  produce  competence, 
because  the  right  margin  of  the  esophagus, 
when  it  is  removed  from  the  body,  loses  its 
support,  and  the  pressure  is  merely  transmit- 
ted to  this  portion  of  the  esophagus.  This  has 
been  nicely  demonstrated  by  Adler  and  his 
colleagues.  However,  when  the  normal  distal 
esophagus  remains  buttressed  in  situ  by  the 
crural  tunnel  formed  by  its  passage  through 
the  right  crus  of  the  diaphragm  and  the  liver, 
competence  does  result.  The  liver  tunnel  of 
Barrett  together  with  the  dome  of  the  left 
diaphragm  helps  maintain  competence  of 
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the  cardia. 

I'he  evidence  suggests  that  each  of  these 
closure  mechanisms  normally  operates  to 
some  degree  and  that  the  system  as  a whole 
is  an  intricate  complex.  It  cannot  be  argued 
that  a particular  mechanism  has  played  no 
part  because  its  impairment  does  not  lead  to 
regurgitation;  adaptation  of  those  remaining 
might  be  able  to  maintain  comparative  ef- 
ficiency. 

The  surgical  methods  which  have  been 
devised  to  hinder  the  development  of  reflux 
esophagitis  following  operative  removal  of 
the  cardia  may  be  grouped  as  follows: 

( 1 ) High  resection  of  the  esophagus 
with  a preaortic  position  of  the  esophagus 
and  high  gastroesophagostomy  (Valdoni) . 

(2)  Resection  of  the  cardia  and 
pyloromyotomy  or  a modified  gastric  re- 
section according  to  Ellis. 

(3)  Additional  gastric  antrum  or  gas- 
tric fundus  resection  for  the  purpose 
of  hindering  production  of  acid  and  si- 
multaneously performed  pyloromyotomy 
(Wangensteen)  or,  following  a subtotal 
gastrectomy  which  leaves  only  the  gastric 
antrum,  continuity  is  re-established  by  an 
esophagojejunostomy  with  Roux-en-Y 
(Allison) . 

(4)  Intercalation  of  a section  of  in- 
testine between  the  esophagus  and  gastric 
antrum. 

(5)  The  esophagojejunogastrostomy 
of  Allison  and  Merendino. 

(6)  Plastic  operations  with  the  con- 
struction of  a valve  from  autogenous  tis- 
sue at  the  esophagogastric  junction.  Mus- 
cular elements  from  the  esophagus,  stom- 
ach and  diaphragm  clasp  the  lower  end 
of  the  esophagus  and  act  like  a sphincter. 
In  addition,  the  esophagus  forms  in  the 
stomach  a fold  between  the  fornix  of 


the  stomach  and  the  esophagus  by  the 
oblique  insertion  of  the  esophagus  into 
the  stomach,  which  with  increase  of  in- 
tragastric  pressure  acts  as  a valve.  Since 
the  muscular  elements  are  not  replaceable 
by  operation,  a reconstruction  of  the 
cardia  must  restrict  regurgitation  by 
simulating  a valve. 

In  1954,  we  presented  a method  of  pre- 
venting peptic  esophagitis  following  eso- 
phagogastrostomy  by  designing  a valve  from 
the  anastomotic  end  of  the  esophagus. 

The  anterior  wall  of  the  esophagus  is 
split  longitudinally  for  a distance  of  2-3  cm. 
A guide  suture  is  placed  through  the  mid- 
point of  the  posterior  esophageal  wall  op- 
posite the  origin  of  the  anterior  wall  incision, 
and  interrupted  sutures  elevate  the  midpor- 
tion of  the  posterior  wall.  The  suture  line  on 
the  posterior  esophageal  wall  has  been  com- 
pleted. On  placement  of  these  interrupted 
sutures,  the  esophageal  mucosa  of  the  entire 
circumference  is  everted,  and  this  everted 
mucosa  is  approximated  in  turn  by  inter- 
rupted sutures  forming  a quadrangular  flap. 
The  method  of  performing  the  end-to-side 
esophagogastrostomy  is  shown  by  placing  the 
posterior  seromuscular  layer.  Following  this, 
the  valve  is  drawn  into  the  stomach  prior 
to  completion  of  the  anterior  rows  of  sutures. 
Specimens  obtained  up  to  118  days  following 
operation  show  that  the  end  result  of  the 
healing  process  with  the  inosculation  of  the 
esophagus  into  the  stomach  produces  no 
evidence  of  esophagitis.  The  mushroom  pro- 
jection of  the  valve  almost  completely  oc- 
cludes the  stoma  and  the  resting  esophagus. 
However,  upon  swallowing  there  is  no  ob- 
struction to  the  free  passage  of  barium.  The 
“mushroom”  of  the  esophageal  valve  fol- 
lowing healing  is  covered  with  undifferen- 
tiated intestinal  epithelium. 
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Franke  has  recently  proposed  the  crea- 
tion of  a valve  at  the  esophagogastric  junc- 
tion, but  instead  of  utilizing  the  esophagus 
for  its  construction,  he  utilized  the  stomach 
wall.  Following  transection  of  the  stomach 
below  the  fundus,  the  distal  stomach  pouch 
was  closed  with  a continuous  suture.  The 
lateral  angle  of  the  remaining  gastric  pouch 
is  then  inverted  like  the  finger  of  a glove. 
The  folded  ring  resulting  from  this  is  sutured; 
the  inverted  duplication  of  the  gastric  wall 
lies  in  the  lumen  of  the  stomach  like  a flap. 
The  esophagogastric  anastomosis  is  then  com- 
pleted, and  the  inverted  stomach  wall  dupli- 
cation lies  like  a flap  valve  in  the  region  of 
the  anastomosis.  This  procedure  is  simple, 
and  the  flap  valve,  well  nourished  by  its 
blood  supply,  shows  no  inclination  to  atro- 
phy. The  valve  itself  is  covered  by  gastric 
mucosa  so  that  it  remains  uninfluenced  by 
the  peptic  activity  of  the  gastric  juice. 

More  recently,  Lortat-Jacob  and  his  col- 
leagues have  presented  a technique  for 
achieving  what  they  term  a “continent  anas- 
tomosis.” 

The  incompetence  of  the  cardia  and  eso- 
phagitis associated  with  esophageal  hiatal 
hernia  are  corrected  when  the  now  fairly 
well  standardized  methods  for  replacing  the 
stomach  below  the  diaphragm  and  correct- 
ing the  hiatal  defect  are  applied.  What  are 
these  principles  to  be  applied  to  the  surgical 
repair  of  an  ordinary  sliding  esophageal  hiatal 
hernia  in  which  the  esophagus  has  its  nonnal 
length  (as  determined  by  esophagoscopy) 
and  in  which  the  stomach  may  be  easily 
replaced  within  the  abdominal  cavity:  (1) 
reduce  the  hernia  to  prevent  reflux;  (2) 
diminish  the  size  of  the  esophageal  hiatus  to 
prevent  recurrence  of  the  hernia; (3)  recon- 


stitute the  esophagogastric  angle  by  fixing 
tl\e  cardia  by  esophagofundopexy  below  the 
diaphragm  and  by  diaphragmaticofundopexy 
to  allow  the  fundus  to  balloon  up  under  the 
dome  of  the  diaphragm. 

In  cases  of  esophageal  hiatal  hernia  where 
peptic  esophagitis  has  progressed  to  stricture 
formation  and  where  the  stricture  is  tough, 
fibrous,  and  incapable  of  dilatation  to  full 
caliber,  more  complicated  therapy  is  indicat- 
ed. In  these  the  cardia  and  effected  eso- 
phagus must  be  resected  and  the  digestive 
continuity  re-established. 

The  technique  which  would  allow  re- 
sections of  strictures  of  the  lower  third  of  the 
esophagus  together  with  preserv'ation  of  the 
stomach  by  simple  surgical  technique  would 
be  advantageous  because  these  lesions  are 
frequently  found  in  old,  debilitated,  starved 
people.  Thus,  our  attention  was  drawn  to 
devising  a simple  method  by  which  esopha- 
gogastrostomy  would  be  perfonned  in  such 
fashion  that  reflux  esophagitis  would  be 
prevented.  We  have  investigated  circum- 
ferential esophagofundopexy  in  this  attempt. 
A set  of  experiments  which  emphasizes  the 
importance  of  the  valvular  mechanism  of 
the  cardia  is  provided  by  determining  the 
retrograde  pressures  which  are  necessary  to 
overcome  the  resistance  of  the  cardio-esopha- 
geal  junction  under  varying  experimental 
conditions  which  modify  the  relationships  of 
the  esophagus  and  cardia.  These  experiments 
were  performed  on  young  male  cadavers  soon 
after  death. 

Stimulated  by  these  postmortem  demon- 
strations we  have  investigated  the  role  of 
the  fundus  by  performing  fundusectomy  in  a 
series  of  dogs.  In  those  animals  in  which  the 
loop  of  Willis  remains  intact,  no  esophagitis 
developed  over  a period  of  12  months.  On 
the  other  hand,  if  the  loop  of  Willis  was 
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injured  during  the  fundusectomy,  esophagitis 
promptly  appeared. 

Lortat-Jacob  or  Paris  has  recently  re- 
ported cases  which  he  has  called  “absence 
of  the  greater  turosity  of  the  stomach”.  In 
these  the  esophagus  opens  into  the  stomach 
in  an  abnormally  high  position.  These  pa- 
tients did  not  have  esophageal  hiatal  hernias. 
They  did  have  peptic  esophagitis.  Clinical 
cures  were  obtained  by  fixing  the  apex  of 
the  fundus  to  the  side  of  the  terminal  eso- 
phagus in  the  abdomen. 

Peptic  esophagitis  does  not  develop  so 
regularly  following  the  production  of  an  ex- 
perimental hiatal  hernia  by  drawing  two- 
thirds  of  the  stomach  into  the  thorax  and 
fixing  it  to  the  cut  edges  of  the  diaphragm 
by  suture,  as  it  does  following  esophago- 
gastrostomy  or  by  surgical  excision  of  the 
left  crus  of  the  canine  diaphragm  and  al- 
lowing a cardiac  incompetence  to  develop 
gradually.  The  development  of  esophagitis 
may  be  hastened  by  obstruction  of  the  su- 
perior gastric  loculus.  In  any  case,  however, 
evidence  of  peptic  esophagitis  develops  with- 
in a year  in  two-thirds  of  such  preparations. 

We  have  prepared  a series  of  dogs  with 
valvular  esophagofundopexies,  and  in  none 
of  them  observed  over  a period  of  24  months, 
did  any  evidence  of  esophagitis  appear. 

An  illustrative  case  to  which  this  pro- 
cedure was  applied  follows: 

Case  Report 

R.B.,  a full-term  infant  with  normal  development, 
was  born  in  December,  1948.  His  mother’s  history 
and  pregnancy  were  not  remarkable,  and  he  weig- 
hed 6 pounds  at  birth.  In  June,  1949,  he  had  a 
2-week  episode  of  hematemesis  and  vomiting;  how- 
ever, he  ate  with  a good  appetite.  In  July,  1949, 
he  was  admitted  to  the  Pediatric  Ward  of  the  Den- 
ver General  Hospital  for  recurrent  intermittent 
hematemesis.  He  had  failed  to  gain  weight  and 


vomited  once  daily.  His  gastrointestinal  series  at 
this  time  was  considered  to  be  normal.  Following 
this  hospitalization  there  was  no  blood  in  the  vom- 
itus,  raised  on  an  average  of  once  daily  for  1 month. 
In  September,  1949,  he  again  had  recurrent  hema- 
temesis and  daily  spells  of  crying.  Esophagoscopy 
at  this  time  showed  blood  emerging  from  the  cardia 
of  the  stomach,  but  no  definite  lesions  were  seen. 
Exploratory  laparotomy  was  carried  out  with  ab- 
dominal repair  of  a diaphragmatic  hernia,  appen- 
dectomy, and  gastrotomy.  The  latter  procedure  de- 
demonstrated  no  site  of  bleeding.  An  esophagram 
considered  to  have  a congenital  short  esophagus. 
The  postoperative  course  was  satisfactory. 

Following  this  operation  he  had  attacks  of  re- 
current vomiting,  associated  with  some  abdominal 
pain.  The  vomitus  often  contained  blood.  He  con- 
tinued to  eat  well  and  to  have  good  appetite.  In 
March,  1950,  he  was  again  hospitalized  with  severe 
recurrent  hematemesis  and  anemia.  A second  ex- 
ploratory laparotomy  and  gastrotomy  at  this  time 
demonstrated  no  site  of  bleeding.  An  esophagram 
taken  in  February,  1952  demonstrated  a short  eso- 
phagus and  recurrent  esophageal  hiatal  hernia.  In 
May,  1953,  he  was  again  admitted  to  the  hospital 
with  abdominal  cramping  pain,  recurrent  hema- 
temesis, and  vomiting.  Esophagram  at  this  time 
showed  gastric  mucosa  in  the  lower  thorax,  but 
no  gastric  pouch  or  stenosis  was  noted.  Esopha- 
goscopy demonstrated  an  intrathoracic  stomach 
with  terminal  esophagitis,  and  bleeding  from  the 
lower  esophagus.  On  June  1,  1953,  a left  phrenic 
nerve  crush  was  performed. 

On  June  5,  1953,  a third  laparotomy  was  carried 
out  with  repair  of  a recurrent  diaphragmatic  her- 
nia. Postoperatively  he  had  continuous  nasogastric 
suction,  and  the  course  was  uncomplicated.  Between 
June,  1953,  and  March,  1954,  he  had  occasional  hem- 
atemesis and  intermittent  abdominal  and  substernal 
pain.  His  weight  varied  between  30  and  35  pounds 
without  appreciable  gain.  In  March,  1954,  he  again 
had  severe  hematemesis  and  abdominal  pain  which 
persisted  after  antacids  and  milk  for  the  next  2 
months.  Melena  was  present  for  1 month.  In  May, 
1954,  a barium  swallow  showed  a sliding  esophageal 
hiatus  hernia  with  gastric  mucosa  above  the  dia- 
phragm and  gastric  retention.  Esophagoscopy  show- 
ed esophagitis  of  the  lower  third  with  bleeding  at 
the  cardia.  A left  transthoracic  repair  of  the  dia- 
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phragmatic  hernia  was  attempted  and  incidental 
splenectomy  and  esophagorrhaphy  were  carried  out. 
He  made  an  uncomplicated  recovery  from  this  oper- 
ation. In  June,  1954,  an  esophagram  showed  no  stric 
ture  at  the  esophagogastric  junction.  In  February, 
1955,  he  had  a 1 week  episode  of  abdominal  pain, 
hematemesis,  but  no  melena.  The  hemoglobin  at 
this  time  was  9 grams  percent,  and  stools  were  neg- 
adve  for  blood.  He  weighed  35  pounds,  and  was 
placed  on  iron  therapy.  An  esophagram  demon- 
strated no  hernia.  Between  February,  1955,  and 
April,  1958,  he  had  several  upper  respiratory  infec- 
tions with  vomiting  and  some  abdominal  pain. 
His  last  hematemesis  occurred  in  December,  1955. 
He  slept  with  his  head  elevated  and  was  taking 
multiple  feedings.  His  weight  had  increased  to  45 
pounds.  In  April,  1958,  he  complained  of  marked 
tiredness  in  the  morning  and  heartburn.  His  hemo- 
globin at  this  time  was  9.8  grams  percent  with  2.1 
percent  reticulocytes.  He  was  continued  on  iron 
therapy.  In  May,  1958,  his  stool  guaiac  was  4+  po- 
sitive and  hemoglobin  was  now  11.7  grams  percent. 
In  July,  1958,  an  upper  gastrointestinal  x-ray  series 
showed  marked  gastric  reflux  into  the  lower  three 
quarters  of  the  esophagus,  and  a sliding  esophageal 
hiatus  hernia  was  seen.  There  was  some  pyloros- 
pasm  present.  Esophagoscopy  demonstrated  an 
esophageal  ulcer  at  27  cm.  with  fresh  bleeding  and 
marked  esophagitis.  Gross  incompetence  of  the  car- 
dia  was  present.  X-ray  studies  in  August,  1958, 
showed  the  magenblase  above  the  left  diaphragm. 

In  September,  1958,  left  thoracotomy  was  per- 
formed. At  operation  8 cm.  of  stomach  were  present 
in  the  posterior  mediastinum.  The  lower  third  of 
the  esophagus  was  markedly  thickened,  edematous, 
and  attached  to  the  subpleural  connective  tissue  by 
rather  dense,  friable  adhesions.  However,  since 
preoperative  esophagoscopy  had  demonstrated  that 
the  esophagus  could  be  easily  dilated  to  full  cali- 
ber, it  was  decided  to  perform  circumferential 
esophagofundopexy  without  resecting  that  portion 
of  he  lower  third  of  the  esophagus  which  was  ob- 
viously the  site  of  esophagitis.  The  gastric  pouch 
was  separated  from  the  diaphragmatic  orifice  to 
which  it  was  attached  by  firm  adhesions  so  that 
the  stomach  could  be  more  easily  drawn  up  into 
the  thorax.  A line  of  sutures  of  interrupted  3-0  silk 
were  placed  between  the  left  border  of  the  eso- 
phagus and  the  right  border  of  the  gastric  fundus 


for  a distance  of  6 cm.  Then  the  posterior  and 
anterior  surfaces  of  the  fundus  of  the  stomach 
were  wrapped  around  the  distal  third  of  the  eso- 
phagus and  approximated  snugly  with  two  layers 
of  interrupted  3-0  silk  sutures.  This  layer  of  sutures 
was  continued  to  a point  2 cm.  below  the  inoscula- 
tion of  the  esophagus  into  the  gastric  cardiac  so 
as  to  protect  the  squamous  epithelium  of  the 
cardia  from  the  acid-pepsin  gastric  juice.  The 
stomach  was  then  anchored  to  the  esophageal- 
diaphragmatic  orifice  with  interrupted  3-0  silk 
sutures.  Following  the  placement  of  two  intercostal 
chest  tubes,  the  chest  wall  was  closed  in  layers.  An 
indwelling  nasogastric  tube  had  been  placed  in  the 
stomach  preoperatively,  and  this  was  allowed  to 
remain  until  the  third  postoperative  day.  He  made 
an  uncomplicated  recovery  and  has  had  no  attacks 
of  hematemesis  since  that  time.  Postoperative  chest 
film  shows  a gas  bubble  posterior  to  the  heart. 
His  weight  was  45  pounds  at  discharge. 

In  December,  1958,  an  esophagram  demonstrated 
no  reflux  with  the  patient  in  a marked  Trendelen- 
burg position.  The  cardia  was  seen  to  fill  above 
the  diaphragm,  and  there  was  no  dilatation  of  the 
esophagus.  In  January,  1959,  esophagoscopy  de- 
monstrated no  esophagitis  and  no  reflux  in  the 
supine  or  Trendelenburg  position.  There  was  good 
closing  of  the  terminal  esophagus.  At  this  time 
hemoglobin  was  15.4  grams  percent,  and  he  weigh- 
ed 48  pounds.  In  March,  1959,  an  esophagram 
demonstrated  no  esophageal  reflux  or  stricture. 

This  boy  had  been  subjected  to  four  at- 
tempts to  repair  what  is  obviously  an  eso- 
phageal hiatal  hernia  of  the  congenital  short 
esophagus  type  with  recurrent  ulcerative  eso- 
phagitis. In  spite  of  repeated  efforts  to  place 
the  stomach  below  the  diaphgram,  the  short- 
ening of  the  esophagus  was  such  that  this 
maneuver  could  not  be  accomplished,  and 
the  hernia  promptly  recurred.  He  had  suf- 
fered from  recurrent  ulcerative  esophagitis 
with  hematemesis  since  his  nursling  days  and 
had  received  only  moderate  amelioration  by 
any  of  the  procedures  which  had  been  car- 
ried out.  Recognition  of  the  fact  that  eso- 
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phagitis  was  the  serious  component  of  this 
patient’s  lesions,  and  dispossessing  ourselves 
of  the  preoccupation  to  produce  anatomic 
restoration  of  the  concerned  viscera,  we  felt 
that  this  boy  presented  an  ideal  indication 
for  trial  of  our  investigative  circumferential 
esophagofundopexy.  His  prompt  and  gratify- 
ing response  to  this  procedure  gives  us  en- 
couragement, although  repeated  long-term 
observation  will  be  necessary  to  establish  the 
worth  of  this  undertaking. 

Whether  repairing  an  esophageal  hiatal 
hernia  or  perfonning  esophagogastrostomy, 
adequate  measures  must  be  taken  to  insure 
competence  of  the  cardia.  If  one  can  read- 
just the  normal  mechanisms,  this  is  to  be 


preferred;  if  not,  then  one  must  simulate 
the  normal  mechanisms  as  adequately  as 
possible. 
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Joaquin  Soler-Bechara,  M.D. 
William  H.  Kammerer,  M.D. 
and  Newton  Friedman,  M.D. 


During  the  past  25  years  the  systemic 
character  of  rheumatoid  arthritis  has  been 
gradually  recognized,  so  that  we  now  speak 
of  the  patient  suffering  from  rheumatoid  dis- 
ease, a generalized  ailment  of  which  arthritis 
is  but  a single  manifestation. 

A highly  characteristic  and  common  le- 
sion in  rheumatoid  arthritis  is  the  subcuta- 
neous nodule.  These  are  found  in  15  to  20% 
of  cases,  and  are  usually  located  over  regions 
where  pressure  and  trauma  impinge  on  bony 
prominences,  like  the  extensor  surface  of  the 
forearm  below  the  elbow  joint.  Some  are  at- 
tached to  fibrous  external  portions  of  arti- 
cular capsules  and  tendon  sheaths,  and  some 
lie  loose  in  subcutaneous  tissues.  Smaller  no- 
dules may  come  and  go  within  days  or  weeks, 
but  they  usually  persist  for  longer  periods, 
and  when  firmly  established,  persist  perma- 
nently. They  may  appear  any  time  during 
the  course  of  illness,  bearing  no  constant  re- 
lation to  articular  exacerbations. 

The  histologic  appearance  of  rheumatoid 
nodules  is  quite  distinctive,  consisting  of  three 
layers  (1,2)  : 


From  the  Department  of  Rheumatic  Diseases, 
The  Hospital  for  Special  Surgery,  New  York,  N.  Y. 


1)  An  inner  or  central  zone  of  necrotic 
tissue,  in  which  calcification  may  very  rarely 
occur. 

2)  A middle,  surrounding  zone  of  fibro- 
blasts arranged  with  long  axes  at  right  angles 
to  the  zone  of  central  necrosis,  giving  a pali- 
sading appearance. 

3)  External  to  this  palisaded  layer  is  an 
enveloping  stroma  of  granulating  fibrous  tis- 
sue with  varying  cellularity.  This  stroma  does 
not  constitute  a well  defined  capsule  but 
blends  into  and  fuses  with  adjacent  fibrous 
structures.  A cellular  infiltrate  of  lymphocytes 
and  plasma  cells  forms  part  of  this  outer 
layer. 

Since  1940,  several  writers  have  reported 
these  nodules  in  the  pericardium,  myocar- 
dium, pleura,  heart  valves,  peritoneum,  liver, 
spleen  and  kidneys  of  patients  with  rheuma- 
toid disease  (3,4,5).  One  case  is  on  record  in 
which  a typical  rheumatoid  nodule  in  the 
dura  mater  caused  neurological  symptoms 
(6). 

Sixteen  patients  suffering  from  rheuma- 
toid arthritis,  in  which  rheumatoid  nodules 
of  the  lung  were  present  have  been  described 
in  the  last  ten  years  (7,8).  An  additional  pa- 
tient so  afflicted  recently  came  to  our  at- 
tention and  will  be  briefly  described. 
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Case  Report 

A 50  year  old  wliite  registered  nurse  with 
rheumatoid  arthritis  since  age  28  was  admitted 
to  the  New  York  Hospital  on  February,  6,  1964 
for  evaluation  of  a lung  lesion.  She  had  typical 
deformities  of  rheumatoid  arthritis  and  several 
subcutaneous  nodules.  She  denied  cardio-respiratory 
symptoms  of  any  sort,  weight  loss  or  exposure  to 
tuberculosis  or  mineral  dusts,  but  had  smoked 
one  pack  of  cigarettes  daily  for  30  years.  Sputum 
cultures  and  smears  for  tubercle  bacilli  were 
negative,  as  were  x-rays  of  the  gastrointestinal 
tract,  intravenous  pyelogram  and  several  bone 
x-rays  for  metastatic  carcinoma.  Tuberculin,  his- 
toplasmin,  coccidioidin  and  blastomycin  skin  tests 
were  negative.  The  latex  agglutination  test  was 
positive  in  a titer  of  1:1520. 

A chest  x-ray  (Fig.  1)  revealed  a 2 cm.  un- 
calcified  round  density  in  the  right  upper  lobe 
located  close  to  the  pleural  surface. 


Fig.  1 Postero-anterior  chest  x-ray  showing  a 
2 cm.  uncalcified  round  density  in  the  right  upper 
lobe. 


Twelve  days  after  admission  an  exploratory 
right  thoracotomy  was  performed.  On  the  anterior 
portion  of  the  lower  border  of  the  right  upper  lobe 
a 1.5  cm.  lesion  was  found  and  removed  completely 
by  wedge  resection.  Examination  of  the  specimen 
revealed  one  macroscopic  granuloma  and  several 
smaller  ones  which  were  characterized  as  typical 
rheumatoid  nodules  (Fig.  2)  . 


Fig.  2.  Photomicrograph  of  the  periphery  of 
the  excised  lung  nodule,  showing,  at  top  right  a 
central  necrotic  zone  surrounded  by  a middle 
palisaded  layer  of  fibroblasts  and  a peripheral 
enveloping  stroma  of  fibrous  tissue  with  varying 
cellularity  Original  magnification,  X50. 

No  silica  or  anthracotic  material  was  found  in 
the  central  necrotic  zone.  The  thickened,  fibrotic 
overlying  pleura  had  several  identical  small  rheu- 
matoid nodules.  Mild  interstitial  pulmonary 
fibrosis  was  also  present. 

Smear  and  culture  of  the  central  necrotic  debris 
was  negative  for  acid-fast  bacilli  or  other  bacteria. 
The  patient  had  a normal  post-operative  course 
and  has  done  well  since. 

Discussion 

In  1953  Gaplan  (9)  reported  on  a group  j 
of  50  Welsh  coal  miners  with  rheumatoid  | 
arthritis  of  which  fully  one-fourth  showed  one 
or  more  nodular  opacities  on  chest  x-ray. 
Autopsy  and  biopsy  material  revealed  rheu- 
matoid nodules  of  the  subcutaneous  type 
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with  central  anthro-silicotic  particles  and 
other  evidence  of  pneumoconiosis.  The  pic- 
ture of  multiple  anthro-  silicotic  nodules  in 
the  lungs,  found  in  a high  percentage  of  coal 
miners  with  rheumatoid  arthritis  is  one  form 
of  nodular  rheumatoid  lung  disease  and  is 
now  referred  to  as  Caplan’s  syndrome. 

The  other  type  of  nodular  rheumatoid, 
lung  disease  is  the  one  represented  by  our 
patient,  namely,  discrete  rheumatoid  nodules 
of  the  lung  and/or  pleura  in  patients  with 
rheumatoid  arthritis  without  a history  of 
exposure  to  mineral  dusts  and  without  his- 
tologic evidence  of  mineral  particles. 

Seventeen  such  patients  have  been  de- 
scribed so  far,  including  the  present  one.  Of 
these  17  patients,  10  were  male.  This  is  a 
significant  difference  from  the  expected  two 
to  three  — fold  female  predominance  in  rheu 
matoid  arthritis.  Another  feature  of  this 
group  of  patients  is  the  high  incidence  of 
coexistent  subcutaneous  nodules,  with  an  oc- 
currence of  30%  compared  to  an  expected 
15-20%  in  all  patients  with  rheumatoid  ar- 
thritis (1,2).  In  seven  out  of  the  17  patients 
reported,  the  lung  nodules  arose  close  to  the 
pleural  surface,  therefore  being  more  acces- 
sible for  biopsy  (7,8). 

Five  patients  showed  cavitation  of  the 
lung  nodules  on  x-ray  (7,8),  a finding  ex- 
pected in  approximately  9%  of  primary  lung 
tumors  and  in  4%  of  metastatic  lung  tumors 
(10)  Hence,  when  seen  in  a patient  with 
rheumatoid  arthritis,  the  possibility  of  ma- 
lignant disease  has  to  be  considered.  The  age 
of  these  17  patients  and  the  duration  of  their 
arthritis  showed  no  consistent  relationship  to 
the  development  of  lung  nodules. 

High  titers  of  rheumatoid  factor,  almost 
always  present  in  rheumatoid  patients  with 
subcutaneous  nodules  (11),  were  found  in  all 
of  the  patients  with  rheumatoid  lung  nodules 


so  tested. 

A third  type  of  lung  disease  which  may 
also  develop  during  the  course  of  classical 
rheumatoid  arthritis  is  diffuse  interstitial  pul- 
monary fibrosis,  with  or  without  a honeycomb 
pattern  (12,  13,  14).  This  so  called  “rheu- 
matoid lung”  usually  comes  on  some  years 
after  classical  rheumatoid  arthritis  has  dev- 
eloped, but  its  onset  may  rarely  coincide 
with  the  first  attacks  of  joint  pain  ( 13) . This 
lung  disease  in  rheumatoid  arthritis  may  be 
progressive  with  alveolar-capillary  block  and 
right  sided  heart  failure,  but  this  is  the  ex- 
ception. That  the  association  of  rheumatoid 
disease  with  pulmonary  fibrosis  is  greater  than 
chance  has  been  demonstrated  in  recent  stu- 
dies, which  have  found  a 21%  incidence  of 
rheumatoid  arthritis  in  persons  with  idiopa- 
thic interstitial  pulmonary  fibrosis  (15).  This 
is  a significantly  greater  incidence  of  rheu- 
matoid arthritis  than  that  found  in  the  gen- 
eral population.  Also,  patients  with  x-ray 
evidence  of  diffuse  interstitial  pulmonary  fi- 
brosis, but  without  subjective  or  objective 
evidence  of  joint  disease  show  a 50-60%  in- 
cidence of  positive  latex  agglutination  tests, 
against  3-4%  positive  latex  agglutination  in 
normal  sera  (16). 

It  is  attractive  to  postulate  that  the  three 
types  of  pulmonary  lesions  described  in  rheu- 
matoid patients  represent  an  altered  res- 
ponse by  a diseased  host  to  a non-specific  sti- 
mulus. The  stimulus  of  mineral  dusts  in 
Caplan’s  syndrome  is  an  example.  Another 
hypothesis  is  that  the  .macroglobulins  called 
rheumatoid  factors,  found  in  such  high  titers 
in  rheumatoid  patients  with  pulmonary  nod- 
ules or  fibrosis,  may  form  a precipitable  an- 
tigen-antibody complex  in  the  small  capil- 
laries of  the  lung,  which  then  serve  as  a nidus 
for  granuloma  formation  and  fibrosis. 

In  summary,  the  pulmonary  manifesta- 
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tions  of  rheumatoid  disease  herein  described 
are  but  one  small  facet  of  the  systemic  nature 
of  the  rheumatoid  jirocess,  whose  exact  eti- 
olosiv  still  remains  to  be  elucidated. 

Summary 

A patient  with  rheumatoid  arthritis,  sub- 
cutaneous nodules  and  a high  titer  latex  fix- 
ation test,  in  which  a rheumatoid  lung  nod- 
ule was  excised,  is  described. 

Caplan’s  syndrome  and  diffuse  interstitial 
pulmonary  fibrosis,  the  other  forms  of  lung 
involvement  found  in  patients  with  rheuma- 
toid arthritis,  are  discussed. 

Resumen 

Se  describe  un  paciente  con  artritis  reu- 
matoidea,  nodulos  subcutáneos  y títulos  altos 
en  la  prueba  de  aglutinación  de  partículas 
de  látex,  en  quien  se  extirpó  quirúrgicamente 
un  nódulo  reumatoideo  pulmonar. 

El  síndrome  de  Caplan  y fibrosis  intersti- 
cial pulmonar  difusa,  las  otras  formas  de 
enfermedad  pulmonar  que  pueden  hallarse 
en  pacientes  con  artritis  reumatoidea,  son 
descritas. 
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EDITORIAL 


TWO  PINTS  OF  BLOOD 

Obstetrical  hemorrhage  still  ranks  among  the  first  three  causes  of  maternal 
mortality  and  is  probably  the  most  common  cause  in  Puerto  Rico.  “Too  little 
blood  and  too  late”  is  what  is  usually  found  when  maternal  deaths  due  to  hem- 
orrhage are  reviewed. 

Hemorrhage  can  occur  at  any  time  during  pregnancy.  In  early  pregnancy 
hemorrhage  may  be  secondary  to  abortion,  ectopic  pregnancy  or  hydatidiform 
mole.  In  late  pregnancy  it  is  usually  due  to  placenta  previa,  premature  separation 
of  the  normally  implanted  placenta,  so  called  ruptured  marginal  sinus  or  rup- 
ture of  the  uterus.  Hemorrhage  can  occur  during  labor  due  to  abruptio  placenta, 
hyp  afibrinogenemia,  placenta  previa  or  rupture  of  the  uterus.  Post  partum  hem- 
orrhage is  secondary  to  uterine  atony,  retained  placental  fragments,  lacerations 
or  disorders  of  coagulation. 

Although  many  times  hemorrhage  is  preventable,  occasionally  it  is  not  so 
and  may  be  totally  unexpected. 

Treatment  is  preventive  and  corrective.  Bleeding  must  be  stopped  and  blood 
promptly  replaced.  Adequate  blood  replacement  requires  the  facilities  of  a blood 
bank.  Because  of  the  urgency  with  which  replacement  is  frequently  required  it  is 
desirable  that  at  least  one  unit  of  Rh  negative  O blood  be  available  at  all  times 
in  the  labor  delivery  area  even  when  the  hospital  has  a blood  bank  (1 ).  When 
a blood  bank  does  not  exist  in  the  hospital,  as  is  the  case  in  many  of  the  hospitals 
in  Puerto  Rico  where  births  occur,  at  least  two  units  of  Rh  negative  O blood 
should  be  available.  These  two  units  would  be  replaced  every  2 weeks  so  that  the 
cost  is  minimal  and  quite  justifiable. 

“Too  little  and  too  late”  because  lack  of  these  minimal  facilities  is  inexcu- 
sable. Let  us  make  motherhood  safer  by  having  2 units  of  Rh  negative  O blood 
available  at  all  times  in  the  labor  delivery  area  of  our  hospitals. 

Edward  O’Neill,  M.D. 
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Locales 

CARTAS  AL  EDITOR:  El  Boletín  aceptará 
para  publicación  cartas  de  sus  lectores  que  con- 
tengan comentarios  sobre  los  artículos  publica- 
dos o sobre  otros  asuntos  de  interés  para  la  pro- 
fesión. Estas  deberán  ser  breves  y estarán  sujetas 
a aprobación  por  la  Junta  Editora  y a alteracio- 
nes editoriales  igual  que  lo  es  todo  material  acep- 
tado para  publicación  en  el  Boletín. 

FOTOCOPIADORA  DE  LA  BIBLIOTECA  DE 
LA  ESCUELA  DE  MEDICINA.  La  Biblioteca  de 
la  Escuela  de  Medicina  ha  adquirido  una  fotoco- 
piadora  Xerox,  la  cual  está  disponible  para  foto- 
copiar  manuscritos,  bien  sea  de  libros  encuader- 
nados o revistas  científicas.  Se  cobrarán  10  centa- 
vos por  hoja  de  exposición  usada  a todos  aque- 
llos individuos  afiliados  a la  Escuela  de  Medicina, 
la  Escuela  Dental  y el  Centro  Médico.  Médicos  u 
otros  individuos  no  afiliados  a estas  instituciones 
pagarán  20  centavos  por  cada  hoja  de  exposición 
usada.  Este  servicio  estará  disponible  de  lunes  a 
viernes  de  8:00  A.M.  a 3:30  P.M. 

Oct.  13-15.  Conferencia  sobre  cirugía  auspiciada 
por  la  Academia  Americana  de  Práctica  General. 
Oct.  22-23.  Asamblea  Anual  del  American  College 
of  Physicians,  Edificio  de  la  .AMPR. 

Oct.  27.  Reunión  extraordinaria.  Sección  de  Ciru- 
gía. 

Nov.  9-13.  Convención  Anual  de  la  Asociación 
Médica  de  Puerto  Rico,  en  el  Hotel  San  Jeró- 
nimo Hilton. 

Die.  2-5.  Asamblea  Anual  de  la  Sociedad  Médica 
del  Distrito  Sur  de  la  Asociación  Médica  de 
Puerto  Rico. 


Die.  7-8.  Speech  Training  Seminar,  Mayagüez, 

P.R.,  Mayagüez  Hilton  Hotel. 

Nacionales 

CHEST  PHYSICIANS  RESIDENT  LOAN 
FUND.  The  American  College  of  Chest  Physi- 
cians offers  loans  to  resident  physicians  in  the 
United  States  and  Canada  to  assist  them  in  com- 
pleting their  residencies  in  cardiovascular  and 
pulmonary  diseases.  The  Resident  Loan  Fund  was 
established  by  the  Board  of  Regents  of  the  Col- 
lege. Acceptable  residents  may  borrow  up  to 
$3,000.00  at  3 per  cent  interest.  These  Loans  are 
available  to  both  medical  and  surgical  residents  in 
approved  hospitals. 

Application  forms  may  be  secured  by  writing 
to  the  Committee  on  Resident  Loan  Fund,  Amer- 
ican College  of  Chest  physicians,  112  East  Chesnut 
Street,  Chicago,  Illinois  60611. 

A NATIONAL  PROGRAM  TO  CONQUER 
HEART  DISEASE,  CANCER  AND  STROKE.  - 
VOLUME  II,  Report  by  the  President’s  Commis- 
sion on  Heart  Disease,  Cancer  and  Stroke.  The 
second  volume  of  the  report  of  the  President’s 
Commission  on  Heart  Disease,  Cancer  and  Stroke 
publishes  full  reports  of  the  subcommittees  and 
the  source  papers,  prepared  by  staff  members. 

La  Cámara  de  Delegados  de  la  Asociación  Mé- 
dica Americana  acordó  en  su  reunión  en  New  York 
en  junio  23  y 24  de  1965  las  siguientes  acciones: 

Asociación  Médica  Americana 

La  Cámara  de  Delegados  de  la  Asociación  Mé- 
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dica  Americana  acordó  en  su  reunión  en  New  York 
en  junio  23  y 24  de  1965  las  siguientes  acciones. 

I.  President’s  Commission  on  Heart  Disease,  Can- 
cer and  Stroke 

Resolutions  2,  3,  13,  30,  58,  67,  69 

Through  a constantly  improving  pattern  of  the 
finest  medical  education  and  research  in  the  world, 
and  postgraduate  education  and  improved  diag- 
nostic and  therapeutic  techniques,  the  American 
physician  is  prepared  to  render  the  best  medical 
care.  The  proposals  of  the  President’s  Commission 
on  Heart  Disease,  Cancer  and  Stroke  offer  sweeping 
changes  in  this  system;  and  the  recommendations 
contained  in  the  pending  legislation  do  not  ade- 
quately take  into  consideration  the  strenghts  and 
accomplishments  of  the  existing  pattern  of  medical 
education,  research  and  patient  care. 

While  we  are  in  agreement  with  the  objective 
to  combat  heart  disease,  cancer  and  stroke,  we 
question  some  of  the  methods  proposed  and  believe 
that  they  are  not  in  the  best  interests  of  sound 
patient  care  and  health. 

The  resolutions  from  Kansas,  Texas,  South  Ca- 
rolina, Colorado,  and  Montana  disagree  with  the 
conclusions  of  the  Commission’s  report.  The  Ten- 
nessee and  California  resolutions  are  similarly  crit- 
ical of  the  report  and  urge  continued  study.  We 
believe  that  the  intent  and  purposes  of  all  these 
resolutions  may  be  incorporated  into  a single  state- 
ment of  policy,  and  accordingly  recommend  tlie 
following  substitute  resolution: 

Resolved,  That  the  American  Medical  Associa- 
tion point  with  pride  to  the  immense  strides  made 
in  the  approaches  to  the  conquest  of  heart  disease, 
cancer,  and  stroke  under  existing  patterns  of  re- 
search and  medical  practice;  and  strongly  favor 
the  use  of  available  financial  support  for  extension 
of  these  patterns  rather  than  replacement  by  a 
complex  of  medical  control  centers  and  satellites; 
and  be  it  further 

Resolved,  That  the  American  Medical  Associa- 
tion oppose  those  particular  Commission  recom- 
mendations which  call  for  and  have  stimulated  leg- 
islation proposing  hastily  contrived  and  unproven 
sweeping  changes  in  the  pattern  of  medical  research, 
education,  and  patient  care;  and  be  it  further 


Resolved,  That  the  component  state  medical  as- 
sociations be  urged  to  conduct  conferences  with  me- 
dical educators  and  scientists,  medical  staffs  of  hos- 
pitals, medical  society  representatives,  and  other 
interested  parties,  for  the  purpose  of  exchanging 
information  and  for  the  development  of  such  re- 
commendations as  may  be  appropriate  for  the  con- 
tinued improvement  of  medical  education,  research 
and  patient  care;  and  be  it  further. 

Resolved,  That  the  state  medical  associations 
be  urged  to  report  findings  and  recommendations 
resulting  from  these  conferences  to  the  AMA  Board 
of  Trustees,  for  the  information  of  the  Board,  its 
councils,  and  the  Association  members. 

II.  Nonparticipation  Under  Medicare 
Resolutions  5,  8,  14,  18,  29,  42,  44,  47,  56 
Paragraphs  2 and  3 on  page  7 of  President’s 
Inaugural  Address 

Health  care  afforded  in  the  United  States  has 
received  world-wide  acclaim  and  is  the  envy  of  all 
nations.  Good  health  is  a most  cherished  personal 
possession  of  every  individual  citizen  and  the  ren- 
dering of  quality  medical  care  can  only  be  achiev- 
ed by  the  individual  and  collective  efforts  of  the 
American  physicians  practicing  in  an  environment 
which  recognizes  individual  effort,  dedication  and 
accomplishment.  Surely  we  can  learn  and  profit 
from  the  experiences  of  the  countries  where  na- 
tionalized health  care  systems  have  been  tried  and 
have  resulted  in  a deterioration  of  medical  care. 

The  profession  has  stated  that  it  will  always 
seek  to  provide  medical  care  under  a system  that 
is  in  the  public  interest,  and  one  which  permits 
a physician  to  freely  exercise  his  judgment  and 
skill.  This  Committee  would  again  remind  the 
House  and  the  physicians  of  .America  of  existing 
policy  declarations  contained  in  Section  6 of  The 
Principles  of  Medical  Ethics  and  the  Bauer  resolu- 
tion of  1961. 

The  resolutions  before  the  Reference  Committee 
on  Legislation  and  Public  Relations,  for  the  most 
part,  urge  the  As.sociation  to  adopt  a stand  against 
physician  participation  under  the  IVIedicare  bill, 
should  it  be  enacted.  Yotir  Reference  Ciommittee 
does  not  recommend  this  action,  but  instead  di- 
rects the  attention  of  the  House  to  the  arguments 
of  those  physicians  who  counseled  that  the  As- 
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sociation  wait  until  a law  liad  been  passed  so  that 
the  effect  could  he  accurately  assessed. 

Vour  Coniinittec  reconinieuds  tliat  the  nienihers 
of  the  .\niciican  Medical  .\ssociatiou  he  reniiiided 
that  it  is  each  individual  ])hysician’s  obligation  to 
decide  for  himself  wlicther  the  conditions  of  a case 
for  which  he  is  about  to  accept  responsibility  per- 
mit him  to  provide  his  own  highest  quality  of  med- 
ical care.  ^Ve  therefore  offer  the  following  sub- 
stitute resolution: 

Resolved,  That  the  physicians  of  the  United 
States  of  America  pledge  themselves  to  contin- 
ue their  search  and  activity,  in  whatever  so- 
cial environment  may  develop,  to  secure  or  to 
restore  the  freedom,  high  quality  and  avail- 
ability of  medical  care  which  has  been  tradi- 
tional in  our  country;  and  he  it  further. 

Resolved,  That  when  the  fate  of  the  pend- 
ing Medicare  legislation  is  determined,  this 
House  will  review,  in  special  session  if  neces- 
sary, the  effect  of  the  law'  and  take  whatever 
action  is  deemed  necessary;  and  he  it  further 
Resolved,  That  in  keeping  with  the  testi- 
mony before  your  Committee,  and  the  express- 
ed policies  of  this  House,  this  action  should  in 
no  way  be  interpreted  as  a change  in  Section 
6 of  the  “Principles  of  Ethics”  of  the  American 
Medical  Association  which  plainly  states:  “A 
physician  shoidd  not  dispose  of  his  services 
under  terms  or  conditions  which  tend  to  inter- 
fere with  or  impair  the  free  and  complete  ex- 
ercise of  his  medical  judgment  and  skill  or 
tend  to  cause  a deterioration  of  tlie  quality  of 
medical  care”;  and  that  this  House  of  Dele- 
gates reaffirm  the  principles  of  the  Bauer  amcn- 
ment  adopted  in  1961;  and  he  it  further 

Resolved,  That  the  House  of  Delegates  reaf- 
firm the  nine  principles  for  standards  of  health 
care  programs  as  adopted  by  the  House  of  De- 
legates in  its  special  meeting  February  7,  1965, 
and  amended  to  read  as  follows: 

“(1)  No  person  needing  health  care  shall 
be  denied  such  care  because  of  the  in- 
ability to  pay  for  it. 

"(2)  It  is  appropriate  that  government  re- 
venues be  used  to  finance  health  care 
when  other  resources  have  been  found 
to  be  inadequate. 

“(3)  Every  level  of  government,  municipal. 


county,  state  and  federal,  shoidd  as- 
sume a responsible  share  in  the  fin- 
ancing of  such  programs. 

" (4)  The  health  care  provided  by  such 
programs  should  be  adequate  and 
should  be  equal  to  that  available  to 
those  who  can  afford  to  pay. 

“ (5)  Maximum  use  shoidd  be  made  of  vo- 
luntary prepayment  and  insurance  me- 
chanisms. 

“ (6)  Administration  of  such  program  should 
be  the  responsibility  of  the  state  go- 
vernment. Participating  states  should 
be  required  to  meet  adequate  stan- 
dards of  administration  in  order  to 
qualify  for  federal  funds. 

“ (7)  Eligibility  requirements  for  benefits 
should  be  fair,  realistic,  uncomplica- 
ted and  practical. 

“ (8)  Any  such  health  care  programs  should 
provide  funds  only,  and  not  direct  ser- 
vices. 

“(9)  Funds  for  such  programs  may  come 
from  general  tax  revenues  and  not 
from  social  security  taxes”. 

in.  Physician  Representation  in  Areawide  Hos- 
pital Planning  Agencies 
Report  C,  Council  on  Medical  Service 

Your  Reference  Committee  on  Insurance  and 
Medical  Service  in  reviewing  this  report  notes  that 
the  medical  profession  has  inadequate  representa- 
tion on  many  state  Hill-Burton  advisory  councils 
and  areawide  planning  agencies.  In  some  of  the 
councils  and  agencies  the  medical  society  is  not 
provided  the  opportunity  of  making  nominations 
for  appointment  and  in  others  there  are  no  physi- 
cian members.  Adequate  physician  representation 
can  only  be  assured  if  physician  members  arc  ap- 
pointed from  a list  of  nominees  recommended  by 
the  appropriate  medical  society. 

Your  Reference  Committee  notes  that  Report  C 
of  the  Council  on  Medical  Service  indicates  that 
about  half  of  the  states,  for  which  information  is 
available,  do  not  invite  recommendations  from 
state  medical  associations  for  physician  members 
on  their  councils..  Similarly,  about  half  of  the  local 
planning  agencies  do  not  ask  that  their  physician 
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members  be  nominated  by  the  local  medical  society. 
The  situation  in  Puerto  Rico  appears  to  be  in  par- 
ticular need  of  remedy,  as  a dominant  73  per  cent 
membership  of  the  Hospital  Advisory  Board  now 
represents  government.  However,  recent  legislation 
enacted  by  the  Congress  and  the  Commonwealth 
of  Puerto  Rico,  and  new  policy  establislicd  by  the 
Public  Health  Service  on  consumer  representation, 
will  be  helpful  in  assuring  equitable  representation 
by  nongovernment  organizations  and  groups. 

Your  Reference  Committee  believes  that  the 
procedure  for  selecting  representation  on  state  ad- 
visory councils  and  local  planning  agencies  requires 
urgent  attention.  We  look  forward  with  interest 
to  the  report  to  be  submitted  Ijy  the  Council  on 
Medical  Service  at  the  1965  Clinical  Convention, 
and  we  urge  the  continued  effort  of  local  and  state 
societies  to  provide  adequate  physician  represen- 
tation on  these  councils  and  agencies. 

IV.  Report  of  the  Committee  to  Review  the  Or- 
ganization of  the  House  of  Delegates 

Your  Reference  Committee  on  Amendments  to 
Constitution  and  Bylaws  heard  extensive  testimony 
on  the  report  of  this  Committee  which  originally 
was  appointed  as  an  ad  hoc  committee  to  review 
the  size,  make-up  and  function  of  the  House  of 
Delegates,  its  councils,  sections  and  committees.  In 
June  of  1964,  the  House  requested  the  Committee 
to  study  also  the  structure  and  function  of  the 
Council  on  Medical  Education.  This  Committee 
has  done  an  enormotis  amount  of  work  for  whicli 
the  House  of  Delegates  should  be  most  grateful. 

Certain  aspects  of  its  work  are  stated  to  be 
unfinished,  particularly  those  dealing  with  the 
function  of  the  Sections  as  part  of  tlie  .AMA.  The 
Ctindersen  Committee  has  suggested  that  it  would 
be  pleased  to  continue  its  study  of  the  .Stientific 
Sections. 

Your  Reference  Committee  heard  mucli  tes- 
timony on  tlic  many  problems  and  recommenda- 
tions discussed  in  tlie  Ciommittee’s  report. 

i)ver  the  years  many  organizational  chang-’S 
ha\e  been  made  to  improve  the  operation  of  the 
House  and  tliere  is  every  reason  to  believe  that 
because  of  tlie  dynamics  of  our  Association,  nu- 
merous changes  will  be  proposed  in  the  future. 

The  statement  was  matle  l)y  many  appearing 


before  your  Committee  that  not  enough  time  had 
passed  for  a thorough  study  of  the  recommenda- 
tions by  all  concerned. 

It  was  apparent  that  if  the  organization  of  the 
House  of  Delegates  of  the  American  Medical  As- 
sociation, which  is  of  paramount  importance  to 
the  efficient  and  productive  operation  of  the  As- 
sociation, is  to  be  thoroughly  studied  by  the  del- 
egates^ more  time  will  be  required. 

Your  Reference  Committee  is  in  general  agre- 
ement with  most,  but  not  all,  of  the  proposals 
made  in  the  report  of  the  Gundersen  Committee. 

Your  Reference  Committee  was  informed  that 
the  members  of  the  Gundersen  Committee,  together 
with  staff,  would  meet  on  invitation  with  dele- 
gates to  the  AMA  and  officers  of  slate  associations 
to  discuss  the  Committee  report.  Your  Reference 
Committee  urges  the  delegates  and  officers  to  take 
advantage  of  this  offer  before  the  1963  Clinical 
Convention  of  the  AMA. 

Accordingly,  it  is  recommended  tliat: 

(1)  Action  on  this  comprehensite  report 
be  postponed  until  the  1965  Clinical 
Convention  of  the  AMA,  and 

(2)  The  Gundersen  Committee  continue 
to  study  the  function  of  the  Sections. 

Cancer  Registry 
Resolutions  4 and  43 

Your  Reference  Committee  on  Insurance  and 
Medical  Service  noted  tlie  con.sensus  of  those  at- 
tending the  hearing  was  that  cancer  registries  pro- 
vide significant  contributions  to  the  advance- 
ment of  scientific  knowlevlge  in  the  control  of  can- 
cer. It  was  brought  to  the  Reference  Committee's 
attention  that  multiple  factors  are  cotisidered  by 
the  Joint  Coinmissitm  on  Accreditatioti  of  Hosjii- 
tals  in  its  survey  of  hospital  activities  titid  that 
the  granting  of  special  emphasis  oti  any  one  factor 
would  not  be  feasible.  Yottr  Referetice  Committee 
is  of  the  opitiion  tliat  the  maititenance  of  a cancer 
registry  should  not  be  made  a recpiiretnent  for 
accreditatioti  by  the  Joint  Cotninission.  The  Refer- 
ence Committee,  tlierefore,  recoinmends  the  fol- 
lowing substitute  resolution: 

Whereas,  The  protectioti  and  itnprovemetit  of 
the  healtli  of  the  .American  people  are  basic  ob- 
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jectivcs  of  thé  American  Medical  Association;  and 

Whereas,  Tlic  maintenance  and  proper  use  of 
a cancer  registry  in  a hospital  has  been  demon- 
strated as  contributing  to  the  improved  care  of  the 
cancer  patient;  therefore  be  it 

Resolved^  That  medical  staffs  and  stale  and 
component  medical  societies  be  urged  to  encourage 
establishment,  maintenance  and  proper  use  of 
cancer  registries  in  hospitals. 

VI.  Payment  of  Interns  and  Residents  by  Blue 
Shield  Plans 
Resolution  6 

In  deliberation  of  this  Resolution,  the  Ref- 
erence Committee  on  Insurance  and  Medical  Serv- 
ice was  aware  of  basic  Association  policy  tliat  a 
medical  care  plan,  sponsored  by  a state  or  county 
medical  society,  must  adhere  to  policies  established 
by  that  society,  in  light  of  customs,  practices,  and 
legal  requirements  prevailing  in  its  jurisdiction. 
This  concept  of  local  plan  responsibility  was  also 
fully  recognized  by  the  National  .\s.sociation  of 
Blue  Sliield  Plans  at  its  April  196,5  Conference, 
by  adoption  of  the  following  action: 

“The  National  Association  of  Blue  Shield 
Plans  believes  that  payment  for  professional 
services  rendered  by  residents  and  interns  by 
its  member  plans  is  a matter  for  local  deter- 
mination by  the  governing  board  of  each  Blue 
Shield  Plan  acting  in  accordance  with  local 
practice  and  existing  state  laws  where  ap- 
plicable”. 

The  Committee  also  is  conscious  of  the  most 
recent  pertinent  statement  of  the  House  of  Del- 
egates, enunciated  at  the  1964  Annual  Convention 
in  refence  to  this  general  topic,  and  wishes  to 
quote  that  action: 

“It  is  the  policy  of  the  American  Medical 
Association  that  each  physician  shall  be  the 
sole  arbiter  of  the  ways  in  which  he  shall 
dispose  of  his  professional  income,  consistent 
with  the  laws  of  the  land  and  the  Principles 
of  Medical  Ethics  of  this  Association”. 

The  Committee  became  cognizant  during  these 
discussions  of  the  confusion  existing  in  this  area 
as  many  facets  of  a truly  broad  problem  were 
brought  to  light. 

The  following  are  a few  of  those  facets:  (1) 


Problems  involved  in  organization  and  financing 
of  internship  and  residency  programs  experienced 
in  one  hospital  are  non-existent  in  another;  (2) 
legal  restrictions  imposed  by  enabling  legislation 
in  some  states  do  not  apply  in  another  jurisdiction; 
and  (3)  indirect  subsidization  of  some  third  party 
plans  is  a consideration  not  true  of  all  plans. 

Although  the  Reference  Committee  recom- 
mended that  Resolution  6 be  not  adopted,  the 
House  of  Delegates  voted  to  adopt  Resolution  6 
which  states: 

Resolved,  That  this  House  of  Delegates  re- 
cord itself  as  approving  and  supporting  the 
principle  that  Blue  Shield  medical-surgical 
insurance  benefits  should  be  paid  only  to  pri- 
vate physicians  for  eligible  professional  servi- 
ces personally  rendered  to  their  private  pa- 
tients; and  be  it  further 

Resolved,  That  this  House  of  Delegates 
report  its  action  to  the  National  Associations 
of  Blue  Shield  Plans  and  to  all  constituent 
associations  and  component  societies  of  the 
American  Medical  Association  for  the  purpose 
of  encouraging  widespread  adherence  to  this 
principle. 

VII.  Practice  of  Radiology  in  Hospitals 
Resolutions  25,  27  and  64 

Your  Reference  Committee  on  Insurance  and 
Medical  Service  is  in  sympathy  with  the  problems 
of  hospital-based  specialists  that  have  prompted 
these  resolutions.  However,  your  Committee  be- 
lieves that  this  House,  on  repeated  occasions,  has 
provided  guidance  to  assist  in  resolving  these  pro- 
blems. Examples  arc:  (1)  the  Principles  of  Medical 
Ethics;  (2)  the  1951  Statement  on  Relations  of 
Physicians  and  Hospitals;  (3)  Resolution  27,  De- 
cember 1960,  “Transfer  of  Coverage  of  Professional 
Services  from  Blue  Cross  and  Insurance  Plans”; 
and  (4)  the  1964  Report  on  Physician-Hospital 
Relations. 

Therefore,  the  House  of  Delegates  of  the  AMA 
recommends  that  medical  staffs,  state  and  compo- 
nent medical  societies,  and  specialty  societies  be 
urged  to  implement  the  policy  of  the  American 
Medical  Association  on  physician-hospital  relations 
by  all  appropriate  means. 
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It  was  recommended  that  Resolutions  25,  27 
and  64  not  be  adopted  and  that  the  following  sub- 
stitute Resolution  be  adopted; 

Resolved,  That  this  House  of  Delegates 
reaffirm  the  policy  previously  established  by 
the  AMA  concerning  the  practice  of  radiology, 
pathology,  anesthesiology  and  physical  medi- 
cine in  relation  to  hospitals;  and  be  it  further 
Resolved,  That  these  specialty  groups  be 
strongly  encouraged  to  effect  these  principles 
for  their  members. 

VIII.  Payment  for  Blood  and  Blood  Plasma  under 
Society  Sponsored  Insurance  Policies 
Resolution  26 

The  American  Medical  Association  House  of 
Delegates  stands  opposed  to  the  payment  for  whole 
blood  and  red  blood  cells  by  prepaid  health  pro- 
grams. This  is  not  to  be  construed  to  include  op- 
position to  the  payment  for  the  costs  of  cross  match- 
ing, typing,  administration  of  blood  or  by-products 
of  blood,  and  that  exceptions  may  need  to  be  made 
in  cases  where  an  unusually  large  number  of  trans- 
fusions are  required  and  where  volunteer  blood 
donors  are  not  available. 

Your  Reference  Committee  on  Insurance  and 
Medical  Service  believes  that  Association  policy  is 
thereby  establislied  that  human  blood,  as  a living 
tissue,  should  not  be  purchased  under  insurance 
contracts.  Exceptions  may  be  necessary  when  there 
is  need  for  unusually  large  numbers  of  transfu- 
sions, or  whenever  volunteer  blood  donors  are  not 
available. 

Although  the  Reference  Committee  recommend- 
ed that  Resolution  26  be  not  adopted,  the  House 
of  Delegates  voted  to  adopt  Resolution  26  which 
reaffirms  the  policy  of  the  AMA  House  of  Del- 
egates: 

Resolved,  That  the  House  of  Delegates  of 
the  American  .Medical  Association  requests 
that  payment  for  blood,  blood  derivatives  and 
other  human  tissues,  be  omitted  from  any 
contemplated  insurance  contract  sponsored  by 
a medical  society;  and  be  it  further 

Resolved,  That  the  House  also  requests 
that  payment  for  blood,  blood  derivatives  and 
other  human  tissues,  be  deleted  from  existing 


insurance  contracts  sponsored  by  a medical 
society. 

IX.  Physicians  as  Advisors  for  Federal  Medical 
Care  Programs 
Resolution  34 

Resolution  34  directs  the  House  of  Delegates’ 
attention  to  the  need  for  the  competent  advice  by 
physicians  practicing  in  the  community  on  federal 
medical  care  programs  conducted  locally.  The  Res- 
olution indicates  that  under  some  circumstances 
the  quality  of  medical  care  may  vary  according  to 
the  interest  in  the  specific  disease,  or  nature  of  the 
program,  maintained  by  the  administrators.  The 
Resolution  further  relates  that  disagreement  in 
either  the  aims  or  the  scope  of  the  program  may 
also  adversely  affect  health  care.  The  Resolution 
suggests  that  these  undesirable  effects  may  be 
overcome  if  the  advice  and  guidance  of  represent- 
ative committees  of  physicians  practicing  in  the 
community  arc  sought  by  the  program  directors. 
Your  Reference  Committee  on  Legislation  and 
Public  Relations  fully  agrees  with  this  thought. 

Your  Reference  Committee  is  of  the  opinion 
that  wherever  possible  the  American  Medical  As- 
sociation should  seek  the  appointment  of  truly 
representative  physicians  as  advisory  committees 
to  ongoing  or  newly  created  federal  medical  care 
programs.  VVe  believe  further  that  state  and  local 
medical  societies  should  similarly  seek  through 
their  own  state  and  commtinity  go\ernmcnts  the 
establishment  of  medical  ailvisory  committees  in 
state  and  local  health  care  programs.  To  implement 
this  recommendation  we  offer  the  following  sub- 
stitute resolution: 

Resolved,  That  the  American  Medical  As- 
sociation seek  the  provision  for  and  the  ap- 
pointment of  representative  physicians  as  ad- 
visory committees  in  all  federal  programs 
which  relate  to  health  care;  and  be  it  further 
Resolved,  That  the  state  medical  societies 
are  urged  to  similarly  work  towards  the  es- 
tablishment of  medical  advisory  committees, 
composed  of  representative  practicing  physi- 
cians in  the  state  or  the  community,  to  guide 
and  advise  state  and  local  health  care  pro- 
grams. 
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X.  l-onuation  of  Stale  Associations  of  the  Pro 
fessions 

Resolution  50 

Your  Reference  Committee  on  Reports  of 
Board  of  Trustees  believes  that  it  is  in  keeping 
with  the  objectives  of  the  Association  to  advance 
professionalism  and  approves  the  purpose  of  the 
Resolution.  Your  Reference  C:ommittce  recom- 
mends that  the  word  “urged”  in  the  first  Resolved 
clause  be  changed  to  “encouraged,”  so  that  the 
first  Resolved  clause  reads: 

Resolved,  That  the  constituent  medical  so- 
cieties of  the  American  Medical  Association 
be  encouraged  to  take  a leadership  role  in  the 
formation  of  State  Associations  of  the  Profes- 
SÍ07IS  to  provide  a vehicle  for  interprofessional 
cooperation  in  those  areas  where  united  ac- 
tiviLy  of  the  various  professions  can  be  of  great 
benefit;  and  be  it  further 

Resolved,  That  the  Board  of  Trustees  of 
the  American  Medical  Association  be  requested 
to  consider  the  potential  advantages  of  aiding 
in  the  development  of  the  American  Associa- 
tion of  the  Professions. 

XI.  Elimination  of  Discriminatory  Practices  by 
Country  Medical  Societies 

Resolution  40 

Your  Reference  Committee  on  Amendments  to 
Constitution  and  Bylaws  wishes  to  point  out  that 
encouraging  progress  has  been  made  toward  the 
goal  first  adopted  by  the  House  of  Delegates  in 
1950  and  reaffirmed  in  1963  of  eliminating  “re- 
strictive membership  privileges  ba.sed  on  race”  in 
constituent  and  component  medical  societies. 

There  was  testimony  before  the  Committee  that 
the  situation  is  steadily  improving.  It  was  pointed 
out  that  direct  membership  in  the  American  Me- 
dical Association  based  on  race,  creed  or  color 
would  create  a segregated  class  of  membership. 
Any  specific  complaints  received  by  the  AMA  arc 
brought  to  the  attention  of  the  involved  county 
or  state  medical  society. 

Your  Reference  Committee  calls  your  attention 
to  the  fact  that  the  House  of  Delegates  in  1964 
took  the  following  strong  position  on  civil  rights. 
The  1964  action  is  as  follows: 


“The  American  Medical  Association  is  unal- 
terably opposi'd  to  the  denial  of  membership 
privileges  and  responsibilities  in  county  me- 
dical societies  and  state  medical  associations 
to  any  duly  licensed  physician  because  of 
race,  color,  religion,  ethnic  affiliation,  or  na- 
tional origin;  and 

“The  American  Medical  Association  calls 
upon  all  state  medical  associations,  all  com- 
ponent societies,  and  all  individual  members 
of  the  American  Medical  .\ssociation  to  exert 
every  effort  to  end  every  instance  in  which 
such  equal  rights,  privileges,  or  responsibilities 
are  denied.” 

Your  Reference  Committee  recommends  that 
in  lieu  of  Resolution  40,  the  foregoing  policy  be 
and  they  hereby  are  reaffirmed  and  the  following 
resolution  be  and  it  hereby  is  adopted: 

“That,  within  the  framework  of  its  con- 
stitution and  bylaws,  the  American  Medical 
Association  continue  to  use  all  of  its  influence 
to  end  discriminatory  racial  exclusión  policies 
or  practices  by  any  medical  societies  which 
permit  such  policies  or  practices  to  exist.” 

XU.  Explorer  Scout  Program  for  Medical  Spe- 
cialty Posts 

Report  H.  Board  of  Trustees 

Your  Reference  Committee  on  Miscellaneous 
Business  strongly  supports  the  recommendation  of 
the  Board  of  Trustees  with  respect  to  Explorer 
Scout  Programs  of  Medical  Specialty  Posts.  These 
posts  are  designed  to  provide  the  older  youths 
who  participate  in  scouting  with  an  opportunit) 
to  explore  the  field  of  medicine  and  allied  health 
careers.  There  are  twenty  program  areas  which 
the  youths  can  explore  under  the  guidance  of  in- 
terested physicians.  Currently  there  are  some  21,000 
Explorer  Posts  throughout  the  United  States  of 
which  approximately  7,000  are  oriented  to  the 
professions  and  about  150  are  directly  related  to 
health  including  medicine,  pharmacy,  veterinary 
medicine,  and  other  allied  health  careers.  Most  of 
the  medical  units  are  directly  sponsored  by  county 
medical  societies  and/or  hospitals.  Your  Reference 
Committee  believes  that  these  posts  should  be  more 
widely  developed  under  medical  guidance  throug- 
hout the  Ihiited  States. 
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Recognizing  the  mutual  benefits  to  be  gained 
from  these  programs,  the  American  Medical  As- 
sociation reaffirms  its  long-standing  appreciation 
of  the  contributions  of  the  Boy  Scouts  of  America 
and  particularly  commends  Scouting’s  Explorer 
Program  for  Medical  Specialty  Posts.  The  As- 
sociation urges  state  and  local  medical  societies  to 
encourage  wide-spread  community  development 
of  the  Explorer  Scout  Program  for  Medical  Spe- 
cialty Posts  throughout  the  United  States. 

XIII.  Annual  Dues  Billmg 
Resolutions  48  and  70 

These  resolutions  urge  the  House  of  Delegates 
to  reaffirm  its  commendation  of  those  state  medical 
societies  which  have  approved  automatic  billing 
procedures  to  include  voluntary  nondeductible 
contributions  for  political  education  and  action  in 
the  society's  annual  billing  statement.  Tliey  also 
recommend  that  the  House  of  Delegates  urge  all 
state  and  county  medical  societies  to  carefully  con- 
sider the  merits  of  such  automatic  billing  proce- 
dures. Your  Reference  Committee  on  Miscella- 
neous Business  feels  that  consideration  of  such  a 
plan  by  state  and  local  medical  societies,  wherever 
feasible,  is  desirable.  Consequently,  the  following 
substitute  resolution  has  been  prepared  wliich  em- 
bodies the  principles  expressed  in  Resolutions  48 
and  70. 

Substitute  Resolution 

VV'hereas,  AMPAC  has  been  organized  lo 
enable  the  medical  profession  and  its  allies 
to  function  as  an  effective  force  in  the  fields 
of  political  education  and  action;  and 

Whereas,  The  Pennsylvania,  Illinois,  and 
Tennessee  Medical  Political  Action  Commit- 
tees have  attained  a high  degree  of  success 
because  these  societies  have  authorized  aiwl 
endorsed  the  inclusion  of  a voluntary,  nonde- 
ductible contribution  for  political  education 
and  action  on  these  societies’  annual  billing 
statements  (automatic  billing)  ; and 

Whereas,  Other  state  medical  societies  are 
in  the  process  of  or  have  recently  approved 
similar  arrangements;  and 

Whereas,  A ready  opportunity  to  affiliate 


with  state  medical  political  action  committees 
is  highly  desirable;  and 

Whereas,  Voluntary  automatic  billing  pro- 
cedures provide  this  ready  opportunity;  there- 
fore be  it 

Resolved,  That  the  House  of  Delegates  of 
the  American  Medical  Association  hereby  com- 
mend those  state  medical  societies  which  have 
approved  voluntary  automatic  billing  proce- 
dures; and  be  it  further 

Resolved,  That  this  House  of  Delegates 
reaffirm  its  previous  position  and  urge  all 
state  and  county  medical  societies  to  approve, 
where  feasible,  the  inclusion  of  a voluntary, 
nondeductible  contribution  to  indcpende7ü  po- 
litical action  committees  in  the  society’s  an- 
nual billing  statement. 

XIV.  Professional  Corporations  and  Tax  Discrim- 
ination 

Resolution  39 

Resolution  39  asks  that  the  American  Medical 
•Association  continue  its  vigorous  support  of  legis- 
lation to  remove  tax  discrimination  against  profes- 
sional organizations.  The  resolution  further  directs 
the  Association  to  encourage  its  members  to  or- 
ganize opposition  for  the  purpose  of  removing  tax 
discrimination  through  court  action,  and  that  the 
Association  lend  legal  and  financial  support  to  such 
state  and  local  efforts. 

Your  Reference  Committee  on  Legislation  and 
Public  Relations  is  mindful  that  the  American  Me- 
dical Association  has  been  in  the  forefront  in  the 
battle  for  tax  equality  for  the  self-employed  or 
professional  individual.  The  Association  has  for 
many  years  urged  and  worked  for  the  passage  of 
an  equitable  law  under  which  tax  deferred  com- 
pensation plans  may  be  established  for  self-em- 
ployed individuals.  The  AMA  has  vigorously  op- 
posed the  administrative  practices  of  the  Treasury 
Department  which  arbitrarily,  through  regulations, 
discriminate  against  professional  associations  or 
corporations. 

H.R.  10  and  H.R.  697,  both  of  the  89th  Con- 
gress, would  accomplish  the  policies  of  the  Amer- 
ican Medical  As.sociation.  Both  bills  have  your  As- 
sociation’s vigorous  stipport. 

Your  Reference  Committee  believes  that  the 
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American  Medical  Association  should  unfalteringly 
continue  in  these  efforts  to  seek  equitable  tax  treat- 
ment for  the  professional  man.  We  do  not  believe, 
however,  that  it  is  the  province  of  the  Association 
to  take  action  with  respect  to  the  formation  of 
professional  corporations  by  members  of  state  arid 
county  medical  societies.  Nor  do  we  believe  that 
the  AMA  should  necessarily  stand  ready  to  provide 
legal  or  financial  support  for  court  actions  which 
may  arise  in  state  and  local  jurisdictions.  We  be- 
lieve this  to  be  the  concern  of  the  constituent  as- 
sociations and  individual  physicians. 


I move  the  adoption  of  the  first  Resolve  of  Re- 
solution 39.  I further  move  that  the  second  and 
third-  Resolves  not  be  adopted. 


Resolved,  That  the  American  Medical  As- 
sociation continue  vigorously  its  efforts  to  se- 
cure the  passage  of  legislation  which  will  re- 
move tax  discrimination  against  professional 
people,  specifically,  H.R.  10  (Keogh)  and  H.R. 
697  (Weltner). 
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6.  Koppisch,  E.  Pathology  of  arterios- 
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orpanized  under  the  following  headings:  (1) 
introduction,  (2)  material  and  methods,  (3) 
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j)  References  should  be  numbered  serially 
as  they  appear  in  the  text.  The  following  form 
will  be  used: 

6.  Koppiach,  E.  Pathology  of  arterios- 
clerosis. Bol.  Asoc.  Med.  P.  Rico  46: 
505,  1954.  (for  journal  articles). 

4.  Wintrobe,  M.  M.  Clinical  Hematology, 
3rd  Ed.  Lea  and  Febiger,  Philadel- 
phia, 1952,  p.  67,  (for  books). 
Abreviations  will  conform  to  those  used  in  the 
Cumulative  Index  Medicus,  published  by  the 
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! Why  do  74%  of  doctors  prefer 

evaporated  milk  for  formula  feeding? 

Proven  nutritional  value! 

i 

Readily  diluted  and  supplemented  for  the  infant’s  changing 
needs,  the  evaporated  milk  formula  fulfills  the  nutritional  re- 
quirements of  most  infants  from  birth  throughout  infancy.  A 
proven  history  of  successful  feeding  makes  evaporated  milk 
^ the  most  widely  used  form  of  milk  for  infant  feeding  today. 

Carnation’s  position  of  responsibility  and  leadership  in  the 
specialized  field  of  infant  feeding  is  important  in  the  choice 
of  formula  milks.  Carnation  is  the  preferred  brand  by  far 
for  infant  feeding  throughout  the  world. 


WORLD’S  LEADER  BY  FAR,  FOR  INFANT  FORMULA  FEEDING 


"fnm  Conunted  Cov»** 


• Permits  the  doctor  to  prescribe 
for  the  baby's  changing  needs 

• Curd  tension  zero 

• Digestible,  uniform,  sale 

• Low  incidence  of  allergy 

• Simple  to  prepare 


Cmnido  la  presión  sanfjuínea  aumenta, 
el  Enduran ¡jl  la  normaliza. 


Un  enérgico  hípotensor  que  actúa  durante  24 


MDÜROIÍL 


MAHCA  REGISTRADA 


(Meticlotiacida  y deserpidina,  Abbott) 


ENDURON  y HARMONYL 


MARCAS  REGISTRADAS 


El  Enduronyl  combina  los  efectos  de  dos  agentes  hipo- 
tensores:  1)  Enduren,  diurético  tiacida  de  acción  prolonga- 
da, y 2)  Harmonyl,  derivado  de  la  rauwolfia  de  mínimos 
efectos  secundarios.  Producen  mayor  acción  hipotensora 
que  cuando  se  administran  separadamente. 

Generalmente  una  sola  toma  diaria  es  suficiente  para 
dominar  la  hipertensión,  obteniéndose  una  mejoría  consi- 
derable en  el  término  de  10  días.  En  las  siguientes  semanas 
tal  vez  continúe  disminuyendo  la  presión  arterial.  Asimismo, 
se  produce  una  constante  eliminación  del  exceso  de  sodio 
y agua.  El  tratamiento  con  una  sola  dosis  diaria  produce 
una  natruresis  tan  considerable  como  el  efecto  máximo 
producido  por  las  otras  tiacidas,  y además  es  más  fácil  que 
el  enfermo  siga  la  medicación. 

Por  otra  parte,  la  curva  de  excreción  de  potasio  solamente 
acusa  una  elevación  temporal  cada  24  horas,  y por  tanto, 
menos  pérdida  total  de  este  elemento,  lo  cual  disminuye 
el  peligro  de  hipopotasemia. 


Presentación;  El  Enduronyl  se  suministra  en 
tabletas  de  5 mg.  de  Enduren  y 0,25  mg.  de 
Harmonyl;  frascos  de  100  tabletas. 

El  Enduronyl  Forte  se  suministra  en  tabletas 
de  5 mg.  de  Endurón  y 0,5  mg.  de  Harmonyl; 
frascos  de  100  tabletas. 


ABBOTT  LABORATORIES  PUERTO  RICO,  INC. 

BOX  7278  BO.  OBRERO  STA.  • CALLE  CAYEY  ESQ.  WM.  JONES 
MARTIN  PEÑA-PARADA  • SANTURCE,  P.R. 


rherapeutlc  resaits  are  still  u rtaurpaasedl; 

they  provi  de  jj^ere  higibly 
I Í ndi  vidualized  therapy  with  mere 
flexible  dosage,  for  more 
k pa  tients ; there  is  only  minimal 

disturbance  of  the 
patient’s  salt  and  water 
balance,  with  only 
negligible  loss  of  cakinm ; 

mood  changes  are  rare; 
there  is  no  voracious 

appetite  with  excessive 
weight  gain,  and  only  a 

low  incidence  of  peptic  ulcer 
and  compression  fracture. 
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Why  doctors  are  prescribing  ivith  confidence 

HisAristocorfFamá 

TRIAMCINOLONE  LEDERLE 

for  patients  tvith  rheumatoid  arthritis,  bronchial  astinna  and  other 
respiratory  allergies,  inflammatory  and  allergic  skin  disorders,  and 
other  conditions  requiring  steroids 

For  an  authoi  tiative  discussion  of  the  properties  of  AIUSTOCOHT  see 
the  A^M.  A.  Council  on  Drugs  report  in  J .A.M  A.  I69:ZS7  (Jan.  léi  19$9 


ARISTOCORT  Triamcinolone  Tablets  1 me.  scored  (yellow);  2 mg.  scored  (pink):  4 mg. 
scored  (w)iite):  16  mg.  scored  (w),iic)  • ARISTOCORT  Triamcinolone  Diacclatc  Syrup 
ARISTOCORT  Triamcinolone  Acclonide  0.1%  Cream  and  Ointment  Tubes  of  5 Cm.  and 
15  Gm.  • ARISTOMIN®  Sleroid-Antihistamine  Compound  CAPSULES  • NEO-ARISTOCORT® 
Neomycin-Triamcinolone  Acetonide  0.1%  Eye-EaR  OINTMENT  Tubes  of  Vs  oz.  • ARISTO 
GESIC®  Steroid-Analgesic  Compound  Capsules  * ARISTOCORT  Triamcinolone  Diacctate 
Parenteral  Vials  of  5 cc.  (25  mg./cc.  micronized  for  intra-articular  and  inlrasynovial  injccti'on ) 

LEDERLE  LABORATORIES..\DivisionofAMERICA.N  CYANAMID  CO.MI’A.NY,  Pearl  River, N.Y. 

CYANAMIl)  HÜKINíiUEN  CORPORATION 
Cederle  Lalioratories  Depl. 

Santurce,  I*.  R. 


why  do  most  skin  disorders... 
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...respond  to 


Indications:  Most  acute  and  chronic  skin  disorders 
(consult  product  literature).  Caution:  May  prove 
irritating  to  sensitized  skin  in  rare  cases.  If  this  should 
occur,  discontinue  treatment.  May  stain  fabrics  or  hair. 
Dosage:  Apply  3 to  4 times  daily  Supplied:  Cream. 

3"/o  iodochlorhydroxyquin  and  1®/o  hydrocortisone  in 
a water-washable  base  containing  stearyl  alcohol, 
spermaceti,  petrolatum,  sodium  lauryl  sulfate,  and 
glycerin  in  water;  tubes  of  5 and  20  Gm.  Ointment.  3®/o 
iodochlorhydroxyquin  and  1%  hydrocortisone  in  a 
petrolatum  base;  tubes  of  5 and  20  Gm.  Lotion,  3®/o 
iodochlorhydroxyquin  and  1®/o  hydrocortisone  in  a 


Vioform- 

Hydrocortisone 

(iodochlorhydroxyquin  and 
hydrocortisone  CIBA) 

because  it’s  antibacterial 

anti-inflammatory 

antipruritic 

and  antifungal 

water-washable  base  containing  stearic  acid,  cetyl 
alcohol,  lanolin,  propylene  glycol,  sorbitan  trioleate, 
polysorbate  60.  triethanolamine,  methylparaben, 
propylparaben,  and  perfume  Flora  in  water;  plastic 
squeeze  bottles  of  15  ml.  Mild  Cream,  3%  iodochlor- 
hydroxyquin and  0.5“/o  hydrocortisone  in  a water- 
washable  base  containing  stearyl  alcohol,  spermaceti, 
petrolatum,  sodium  lauryl  sulfate,  and  gylcerin  in 
water;  tubes  of  Vi  and  1 ounce.  Mild  Ointment,  3% 
iodochlorhydroxyquin  and  0.5%  hydrocortisone  in  a- 
petrolatum  base;  tubes  of  Vr  and  1 ounce. 

CIBA  Pharmaceutical  Company,  Summit,  N.J. 


CIBA 
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un  factor  importante  en  el  tratamien 
de  la  diarrea 

FUROXONA 

(furazolídona) 

un  factor  importante  para  detener  las  diarreas  y enteritis  bacterianas  — 
roduce  una  mejoría  espectacular  a menudo  a las  pocas  horas  de  la  primera  dosis 


rapidez  de  la  respuesta  a la  Furoxona  “fue  impresionante 
muchos  de  los  casos,  con  una  mejoría  espectacular  a las 
#meras  dosis. ”t  Rápidamente,  a menudo  dentro  de  las 
limeras  8 horas  de  iniciado  el  tratamiento,  la  consistencia 
( las  heces  aumenta  y el  número  de  deposiciones  dismi- 
lye.  En  la  mayoría  de  los  casos  todos  los  síntomas  desa- 
I recen  dentro  de  48  horas.  t-.Lc.-  c .Autucu. 


Presentación:  Furoxona  (furazolídona),  tabletas  ranuradas 
de  100  mg.,  en  frascos  de  12.  Furoxona,  líquido  (50  mg. 
de  Furoxona  por  cada  15  cc.,  con  caolín  y pectina), 
en  frascos  de  60,  120  y 473  cc. 

EATON  LABORATORIES 

División  deThe  Norwich  Pharmacal  Company,  Norwich.  Nueva  York,  E.U.A. 


Most  diuretics  waste  potassium. 


Some  diuretics  (with  K)  replace  potassium. 


This  diuretic  conserves  potassium! 


new 


for  diuresis  without  K depletion 


Dyrenlum  CM. 

brand  of  triamterene 


Brief  Summary  of  Principal  Contraindi- 
cations, Warnings,  Precautions  and  Side 
Effects 

Contraindications:  Severe  or  progressive 
kidney  disease  or  dysfunction  with  the  pos- 
sible exception  of  nephrosis.  Severe  hepatic 
disease.  Hypersensitivity  to  the  drug. 
Warnings:  Observe  regularly  for  possible 
blood  dyscrasias,  liver  damage  or  other  idio- 
syncratic reactions.  Blood  dyscrasias  have 
been  reported,  but  appear  related  to  the  dis- 
ease condition  rather  than  caused  by  Dyren- 
ium  (triamterene,  SK4F).  BUN  and  serum 
potassium  determinations  should  be  made 
periodically,  especially  in  patients  with  sus- 
pected or  confirmed  renal  insufficiency. 
Precautions:  Electrolyte  imbalance  may  be 
caused  or  aggravated.  Reversible  mild  nitro- 
gen retention  may  be  seen;  rarely,  a rise  in 
serum  potassium.  Full  doses  with  low-salt 

Smith  Kline  & French  Inter-Ameri 


intake  can  cause  low-salt  syndrome.  Do  not 
use  potassium  supplements.  Use  cautiously 
in  patients  with  elevated  serum  potassium. 
Withdraw  drug  gradually  after  intensive  or 
prolonged  therapy.  Concomitant  use  with 
antihypertensive  drugs  may  cause  an  ad- 
ditive effect.  If  used  with  other  diuretics 
titrate  dosage  of  each.  Periodic  blood 
studies  are  recommended  for  cirrhotics. 
Like  any  new  drug,  Dyrenium  (triamterene, 
SK4F)  should  be  used  in  pregnant  patients 
or  in  women  of  childbearing  age  only  when 
deemed  essential  to  the  patient’s  welfare. 
Side  Effects:  Occasional  nausea,  vomiting 
and  other  gastrointestinal  disturbances; 
weakness,  headache,  dry  mouth,  rash. 
Before  prescribing,  see  SK&F  product  Pre- 
scribing Information. 

How  Supplied:  100  mg.  capsules,  in  bottles 
of  100. 

Corporation,  San  Juan,  Puerto  Rico 

★ Trademark 


¡Un  lugar  de  honor  para  nuestra  clase  médica! 


MEDICAL  CENTER  PLAZA 


Aquí  está  y no  es  un  sueño  sino  una  realidad.  Pronto  estará  terminado  y 
será  el  orgullo  de  los  que  lo  ocupen  . . . nuestros  devotos  médicos  (y 
aquéllos  relacionados  con  ellos). 

Localizado  en  la  Carretera  #21,  adyacente  al  Centro  Médico  de  Puerto  Rico 
y al  nuevo  Hospital  de  Veteranos. 


Este  proyecto  de  edifi- 
caciones múltiples  con- 
sistirá de  2 edificios 
residenciales  (1,  2 y 3 
habitaciones)  con  estufa 
eléctrica,  refrigerador, 
calentador  de  agua  y 
gabinetes  de  cocina. 


Cada  uno  con  10,000 
pies  cuadrados  de  es- 
pacio comercial  en  el 
primer  piso. 

Un  edificio  de  oficinas 
para  profesionales  con 
un  área  comercial  de 


6,000  p/c  en  el  primer 
piso  y 50,000  p/c  para 
oficinas. 

Facilidades  recreativas 
y de  estacionamiento, 
conserjes,  vestíbulos  y 
Centro  Cultural. 


Auspiciadores:  Medical  Center  Apartments,  Inc.  Para  más  información 
en  cuanto  a rentas  favor  de  enviar  cupón  a: 


Señores: 

Sin  obligación  alguna,  favor  de  enviarme  el 
folleto  del  proyecto  de 

MEDICAL  CENTER  PLAZA 

Nombre 

Dirección 


-Tel. 


Profesión,  ocupación  o relación  con  la  medi- 
cina. 

□ Estoy  interesado  en  facilidades  profesion- 
ales. 

□ Comerciales  □ Residenciales 


GENERAL  MANAGEMENT  SERVICES,  CORP. 

307  Condominio  San  Martin  — Ave.  Ponce  de  León,  Santurce,  P.R.  Tel.  724-8600 


Impreso  en  Puerto  Rico  por 
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announcing  a new  SSP  antibiotic 
against  Staph-,  Strep-  and  Pneumococci 
a unique  molecular  structure 
a completely  different  chemical  entity 


h 

if 


lincomycin  hydrochloride  monohydrate 


Dosage  and  Administration:  Oral  - Adults;  mild  infection,  500  mg.  three  times  per  day;  severe  infection,  500  mg. 
or  more  four  times  per  day.  Children ; mild  infection,  30  mg. /kg. /day  (15  mg. /lb. /day)  in  three  or  four  equal  doses; 
severe  infection,  60  mg. /kg. /day  (30  mg. /lb. /day)  in  three  or  four  equal  doses.  Intramuscular  - Adults:  mild  infec- 
tion, 600  mg.  (2  cc.)  every  24  hours;  severe  infection,  600  mg.  (2  cc.)  every  12  hours  or  oftener.  Children;  mild 
infection,  10  mg. /kg.  (5  mg. /lb.)  every  24  hours:  severe  infection,  10  mg. /kg.  (5  mg./lb.)  every  12  hours  or  oftener. 
Intravenous  - Adults : 600  mg.  (2  cc.)  every  8 to  12  hours.  To  administer,  adddrugto250  cc.ormoreof  5%  glucose 
in  water  or  normal  saline  and  give  as  an  infusion.  Children:  10  to  20  mg. /kg. /day  (5  to  10  mg. /lb. /day)  in  two  or 
three  doses  at  8 to  12  hour  intervals.  Administer  as  an  infusion.  Increase  dose  for  more  serious  infections.  In 
/3-hemolytic  streptococcal  infections  continue  treatment  for  at  least  ten  days  to  diminish  likelihood  of  subsequent 
rheumatic  fever  or  glomerulonephritis.  Contraindications:  Patients  previously  found  hypersensitive  to  drug; 
patients  with  known  pre-existing  monilial  infections:  and,  until  further  clinical  experience  is  obtained,  the  new- 
born. Precautions:  Use  of  antibiotics  occasionally  causes  overgrowth  of  nonsusceptible  organisms.  If  superinfec- 
tions occur,  take  appropriate  measures.  Although  no  direct  relationship  of  the  drug  to  liver  disease  has  been  es- 
tablished, patients  receiving  treatment  for  longer  than  one  or  two  weeks  should  have  liver  function  tests  performed. 
No  cases  of  irreversible  toxicity  to  the  hematopoietic  system  and  only  a few  cases  of  neutropenia  and/or  leukopenia 
have  been  reported ; however,  it  is  recommended  that  blood  counts  be  obtained  early  in  course  of  therapy.  Although 
safety  for  use  in  pregnancy  has  not  been  established,  clinical  studies  have  shown  no  evidence  of  ill  effects  in  mother 
or  fetus.  Due  to  lack  of  adequate  clinical  data,  use  in  patients  with  pre-existing  kidney,  liver,  endocrine  or  metabolic 
diseases  not  recommended  unless  special  clinical  circumstances  so  indicate.  Efficacy  in  rheumatic  fever  not  es- 
tablished. Side  Effects:  Loose  stools  or  diarrhea  (observed  almost  exclusively  in  patients  on  oral  therapy),  nausea, 
vomiting,  abdominal  cramps,  skin  rash,  rectal  irritation,  vaginitis,  urticaria,  and  itching.  One  case  of  possibly  drug- 
related  jaundice,  which  cleared  when  treatment  was  discontinued,  has  occurred.  Supplied:  500  mg.  capsules  in 
packages  of  24  and  100;  2 cc.  vials  - each  cc.  of  sterile  solution  contains  lincomycin  hydrochloride  monohydrate 
equiv.  to  lincomycin  base,  300  mg.;  also  9 mg.  benzyl  alcohol  and  water  for  injection,  q.s. 


Upjohn 


UPJOHN  INTER-AMERICAN  CORPORATION  / PUERTO  RICO  BRANCH/RIO  PIEDRAS 


is  truly  a one  shot  measles  vaccine. 

An  efficacy  rate  of  99!í  has  been  demonstrated  with  Schwarz  Strain  live  measles  vaccine  (Lirugen).  In  recent  clinical  trials, 
Lirugen  was  administered  without  gamma  globulin  to  approximately  13,000  children.  In  1,405  of  these  children  tested  serologi- 
cally, a conversion  rate  of  99%  was  reported.  Close  medical  follow-up  of  inoculated  children  and  controls  showed  no  significant 
differences  between  mean  maximum  temperatures  in  the  two  groups.  The  incidence  of  high  fever  (103°F  and  above,  rectally) 
attributable  to  the  vaccine  could  be  calculated  at  less  than  1%,  and  the  occurrence  of  mild,  transient  rash  at  less  than  3%. 
Lirugen  is  the  most  highly  attenuated,  but  fully  antigenic,  live  measles  vaccine.  Additional  special  passages  of  the  original 
Edmonston  Strain  by  Schwarz  resulted  in  further  attenuation  which  reduces  systemic  reactions  so  effectively  that  the  use  of 
gamma  globulin  with  Lirugen  is  not  needed. 

Contraindications;  Pregnancy:  leukemia,  lymphoma  and  other  generalized  malignancies;  brain  damage  in  children  under  one 
year  of  age;  febrile  illness;  allergy  to  egg  proteins,  neomycin,  or  streptomycin.  Precautions:  Use  cautiously  in  patients  with 
a history  of  tuberculosis  and  patients  being  treated  with  steroids,  irradiation,  alkylating  agents,  and  antimetabolites.  Consult 
package  literature  before  administering  Lirugen. 

4.  MmsIm  VaccInM:  W.H.O.  Technical  R«por1  No.  7,  Kruonwn,  S.  #1  •!.:  J.  Podittrica.  it:  471-^.  1066. 
t.  Schwary,  A. J.f.;  Amor.  J.  OU.  Child..  709:  366-300.  1002.  263.  >063.  t-  And«lm«n.  S.  1.  «t  •!.:  Scitntif ic  ai hlbU  at  annual  maal- 

2.  Krugman,  S.  at  at.  Padlalrica.  91: 019-02S.  1002  %.  Sch>va>t.  A.J.F..  Annaiaa  Paad<atr<ci.  203:  241-263.  1064.  ino  of  Tha  Amarican  Acadamy  of  Padial/lca.  >064. 

I.  Andalnwi.  S.  L at  al.:  J.A.M.A..  1M:  721-723. 1063.  0.  li4orlay.  0.  C.  at  al.:  Bull.  W.H.O..  9»:  733-730. 1064. 

PITMAN*MOORE  Olvitlon  of  The  Dow  Chemical  Company.  IndlanapoHt,  U.S.A. 
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why  not  begin  tomorrow's  relief  today? 


the  first  time 
immediate-action 


steroid-^ 


a prolonged-effect  for 
combined  in  one  injectable 


N 


Each  cc.of  sterile  aqueous  suspension  contains 
betamethasone  acetate  3.0  mg.,  betametha- 
sone alcohol  as  betamethasone  disodium 
phosphate  3.0  mg.,  dibasic  sodium  phosphate 
7. 1 mg.,  monobasic  sodium  phosphate  3.4  mg., 

disodium  ethylenediaminetetraacetate  0.1  mg., 
and  benzalkonium  chloride  0.2  mg. 

brand  of  betamethasone  acetate  and  betamethasone  disodium  phosphate 


Now  available  in  1 cc.  single-dose  vial  for  complete  assurance  of  sterility. 

Control  of  inflammation  comes  fast-in  just  a few  hours-with  Celestone  Soluspan.  Unlike 
other  long-acting  injectables,  Celestone  Soluspan  combines  a rapid-acting  form  with  a 
long-acting  form  of  the  same  corticoid  for  maximum  span  of  relief  from  one  injection. 

No  other  corticoid  requires  so  little  active  material  per  unit  volume  in  tissue  for  full  effect 
(only  3 mg.  per  cc.  of  repository  corticoid  microparticles).  The  result:  No  “secondary  flare 
and  virtually  no  post-injection  pain  in  intra-articular  use ...  minimal  crystal  deposition. 

Supplied:  6 mg  /cc.  m a 5 cc.  mult, pie-dose  vial.  Clinical  Considerations:  Side  Effects^ 

any  of  the  reported  side  effects  of  other  corticoids.  Cushingoid  ^ «.her  corticoids  Gastrointestinal  distress  and 

tracted  weight  loss,  vertigo,  muscle  weakness  or  severe  headache  associated  with  other^^^^^  retention  or  excessive 

"secondary  flare"  after  intra-articular  iniection  have  not  been  reported  with  Celes  u|pan^  san  corticoids,  side  effects 

loss  of  potassium  is  not  likely  to  be  a problem  with  ‘he  usual  therapeutic  dose  of  Celestone  Soluspa^n.  as 

are  less  likely  with  short  term  courses  of  locally  infected  areas.^  Contraindicated  relatively 

culosis  (except  in  selected  cases  concomitantly  with  ^ntituberculotic  agents),  a d ocany  diverticulitis,  recent  intestinal 

(on  the  basis  of  net  therapeutic  benefit  in  osteoporosis  marked  V^J.^bility,  by' infection  elsewhere, 

anastomosis,  and  in  pregnancy,  especially  in  the  first  trimester.  Regiona  cl  o suppression,  prolonged  corticoid  therapy 

Precautions- In  children,  because  of  frequency  of  viral  infections  and  possibimy  or  growin  sup^^^  disease  or  exposed  to  it.  Use  in  the 
should  be  used  with  extreme  caution.  Consider  discontinuing  therapy  m^patie  ^ depress  adrenal  cortex;  withdrawal  should  be 

controlled  diabetic  patient  should  be  °hse[ved_Prolonged  th  py  ay  d ^ Supportive  corticoid  therapy  is  advisable 

gradual.  Observe  newborn  infants  of  cortico'd-tneated  mothers  for  temporary  hyp  e a ¡ , PP  ^ infections  should  be  confirmed 
fn  surgery,  shock,  injury,  other  severe  stress.  Corticoids  ^ " mo,f  co^^^^^^  consult  Schering  literature 

i:;tlX'?ro”youfsch"rU'R^^^^^^^^  D%°pa%m'ent,  Schering  Corporation,  Union,  New  Jersey  07083, 


Why  don’t 


all  physicians 
who  treat 
hypertension 
prescribe 
Ser-Ap-Es  ? 


We’re  not  sure. 

But  here’s  one  possibility. 

We  think  the  reason  some  physicians  who  treat 
hypertension  don’t  prescribe  Ser-Ap-Es  is  that  they 
just  haven’t  tried  it. 

When  physicians  try  Ser-Ap-Es,  many  become 
enthusiastic  about  it.  They  like  the  way  it  helps 
protect  their  patients’  vital  organs  from  hypertensive 
damage.  They  like  its  convenience.  And  they  like  its 
economy.  (Blood  pressure  is  controlled  in  most 
patients  with  only  2 or  3 tablets  per  day.) 

Their  patients  like  the  convenience  and  economy  too 
(not  to  mention  the  relative  freedom  from  serious 
side  effects). 

All  this  leads  us  to  believe  that 

if  physicians  tried  Ser-Ap-Es  just  once,  they  d come 

to  prescribe  it  regularly. 


Ser-Ap-Es"* 

reserpine  0.1 1¡ 

hydralazine  hydrochloride  25 1 ¡ j 

hydrochlorothiazide  ISi'l 

Indications:  All  cases  of  hypertension, 
except  the  mildest  and  the  most  severe. 

Caution:  Give  cautiously  to  patients  with 
coronary  artery  disease,  advanced  renal  damag( 
cerebral  vascular  accidents. 


Side  Effects  and  Precautionary  Measure 

Serpasih'^  (reserpine  CIBA) 

Severe  mental  depression  has  appeared  in  a sm:  i 
percentage  of  patients,  primarily  in  a dosage  ah  i 
1 mg  daily.  When  the  drug  is  discontinued, 
depression  usually  disappears,  but  hospitalizat ' 
and  shock  therapy  are  sometimes  required. 

Caution:  Withdraw  reserpine  2 weeksbefore  su  i 
if  possible.  For  emergency  surgical  procedures,  ( 
vagal  blocking  agents  parenterally  to  prevent  ( 
reverse  hypotension  and/ or  bradycardia. 

Because  reserpine  may  increase  gastric  secretic 
hydrochloric  acid,  use  cautiously  in  patients  w 
peptic  ulcer. 

Use  cautiously  with  digitalis,  quinidine,  or 
guanethidine.  Not  recommended  for  aortic 
insufficiency. 

When  patients  on  reserpine  receive  electrosho 
therapy,  use  lower  milliamperage  and  a shorte 
duration  of  stimulus  initially . Shock  therapy  i 
7 days  after  giving  the  drug  is  hazardous. 

Occasional  side  effects:  lassitude,  drowsiness 
congestion,  looseness  of  stools,  increased  freqi 
of  defecation.  Rare  side  effects:  anorexia,  heai 
bizarre  dreams,  nausea,  dizziness,  skin  rash.  ^ 
congestion  and  increased  tracheobronchial  sec 
may  occur  in  newborn  babies  of  mothers  treat 
with  reserpine.  • 


Apresoline'^  hydrochloride  (hydralazine 
hydrochloride  CIBA) 

Most  common  side  effects:  tachycardia,  head  | 
dizziness,  faintness,  palpitation,  angina,  nuni  I 
and  tingling  of  extremities,  malaise,  depresac  I 
disorientation,  anxiety.  Occasional  side  effecl  i 
flushing,  varying  degrees  of  nasal  congestion,  J 
lacrimation,  conjunctival  injection,  skin  rash  I 
fever,  nausea,  vomiting,  giant  urticaria.  Ran 
reactions:  postural  hypotension,  circulatory  c p 

In  most  patients,  side  effects  disappear  after 
first  2 weeks  of  medication. 


Hydralazine,  particularly  if  given  for  prolonj 


periods,  may  produce  in  a few  patients  an  arl  ^ 


like  syndrome,  leading  in  rare  instances  to  a i 
picture  simulating  acute  systemic  lupus  eryt  ir 
tosus.  Most  of  these  reactions  are  reversible  I 
withdrawal  of  therapy.  These  side  effects  art 
anticipated  even  with  the  maximal  recomiae  I 
dosage  of  Ser-Ap-Es.  ^ 
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Ser-Ap-Esl. 


• continued 


Contraindications:  Oliguria,  renal  shutdown, 
progressive  hepatic  disease,  and  allergy  to  thiaádes. 

Warnings:  Stenosis,  hemorrhage,  and  ulceration  of 
the  small  bowel  have  occurred  with  coated 
potassium  tablets.  Discontinue  such  medication 
when  used  with  Esidrix  if  gastrointestinal 
disturbances  arise. 

Pay  special  attention  to  electrolyte  balance  of 
patients  with  severe  renal  or  hepatic  insufficiency. 
In  patients  with  cirrhosis  and  ascites,  watch  for 
symptoms  of  impending  hepatic  coma.  Thiazides 
may  decrease  glucose  tolerance;  use  cautiously  in 
diabetics.  Hyperuricemia  may  occur  but  is  readily 
reversed  by  a uricosuric  agent.  Lowering  of  blood 
pressure  may  sometimes  result  in  nitrogen  retention, 
particularly  in  patients  with  impaired  renal  func- 
tion. Dosage  titration  is  necessary  in  such  patients. 

Precautions:  Watch  for  signs  of  fluid  or  electrolyte 
imbalance.  Further  electrolyte  depletion  may 
cause  hypochloremic  alkalosis  and  hypokalemia. 
Since  the  latter  may  precipitate  digitalis  intoxica- 
tioD,  watch  carefully  patients  who  are  also  taking 
digitalis  or  its  glycosides  or  those  with  cardiac 
arrhythmias.  In  severe  hypokalemia,  large  oral  or 
intravenous  doses  of  potassium  may  be  required. 

A few  infants  bom  of  mothers  who  received  thiazádea 
during  pregnancy  have  shown  bone  marrow 
depression  with  thrombocytopenia.  Hydrochloro- 
thiazide decreases  responsiveness  to  exogenous 
norepinephrine  and  increases  responsiveness  to 
tubocurarine. 


Side  Effects:  In  addition  to  those  above,  nausea, 
anorexia,  headache,  restlessness,  constipation, 
dizziness,  paresthesias,  fatigue.  Rare  reactions: 
purpura  with  or  without  thrombocytopenia,  skin 
rash,  photosensitivity,  urticaria.  Sometimes 
associated  with  hydrochlorothiazide:  leukopenia, 
agranulocytosis,  aplastic  anemia,  pancreatitis, 
and  jaundice. 

Dosage:  One  or  2 tablets  t.i.d.  To  initiate  therapy, 
1 tablet  t.i.d.  is  recommended.  When  necessary, 
more  potent  antibypertensives  may  be  added 
gradually  in  dosages  reduced  by  at  least  50  percent. 

Supplied:  Tablets  (salmon  pink,  dry-coated), 
each  containing  0.1  mg  reserpine,  25  mg  hydrala- 
zine hydrochloride,  and  15  mg  hydrochlorothiazide; 
bottles  of  100  and  1000. 


CIBA  Pharmaceutical  Company,  Summit,  N.  J. 
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immediate  relief  of  symptoms 
effective  control  of  inflammation 
protection  against  secondary  infection 

“^MYCOLOGM 

Squibb  Nystatin/Neomycin  Sulfate/ 
Gramicidin  with  Triamcinolone  Acetonide 

KING  AMONG  THE  T0PICAL5 

Mycolog®  Cream.  (Squibb  Nystatin— Neomycin  Sulfate— Grami- 
cidin with  Triamcinolone  Acetonide) 

Mycolog®  Ointment.  (Squibb  Nystatin— Neomycin  Sulfate- 
Gramicidin  with  Triamcinolone  Acetonide) 


Active  ingredients  of  both  preparations:  triamcinolone  acetonide,  1 mg. 
(0.1%);  neomycin  (base)  used  as  sulfate,  2.5  mg.;  gramicidin,  0.25  mg.; 
nystatin,  100,000  units. 

Contraindications:  These  preparations  are  contraindicated  in  tubercu- 
lous and  most  viral  lesions  of  the  skin,  herpes  simplex,  vaccinia  and 
varicella  particularly.  They  are  also  contraindicated  in  fungal  lesions  of 
the  skin  except  candidiasis. 

Side  Effects  and  Precautions.  Mycolog  (Squibb  Nystatin— Neomycin 
Sulfate— Gramicidin  with  Triamcinolone  Acetonide)  has  been  extremely 
well  tolerated  locally.  Systemic  toxicity  has  not  been  observed  with  the 
topical  application  of  any  of  the  active  components.  Sensitivity  reactions 
following  the  topical  use  of  neomycin,  gramicidin,  or  nystatin  ate  only 
rarely  encountered;  local  intolerance  to  triamcinolone  acetonide  is  also 
rare. 

As  with  any  antibiotic  preparation,  prolonged  use  may  result  in  over- 
growth of  nonsusceptible  organisms.  Constant  observation  of  the  patient 
is  essential.  If  superinfections,  due  to  nonsusceptible  bacteria  or  fungi 
should  occur,  the  preparation  should  be  discontinued  and/or  appropriate 
therapy  instituted. 

SQIJIBB  ilHp  A Century  of  Experience  Builds  Faith 


When  uncontrolled 
diarrhea  brings  a 
call  for  help,  your 
^ for  Cremomycin 
can  provide 
relief... 


when  the  diarrhea  sufferer  has  run 
gamut  of  home  remedies  without  success, 
pleasant-tasting  cremomycin  can  answer 
the  call  for  help.  It  can  be  counted  on  to 
consolidate  fluid  stools,  soothe  intestinal 
inflammation,  inhibit  enteric  pathogens, 
and  detoxify  putrefactive  materials  — usu- 
ally within  a few  hours. 

CREMOMYCIN  combines  the  bacteriostatic 
agents,  succinylsulfathiazole  and  neomy- 
cin, with  the  adsorbent  and  protective  de- 
mulcents, kaolin  and  pectin,  for  compre- 
hensive control  of  diarrhea. 

Indications:  Diarrhea.  Contraindications:  Kaolin; 
Withhold  if  diverticulosis  is  present  or  suspected 
Precautions:  Sulfonamide:  Continued  use  re- 
quires supplementary  administration  of  thiamine 


and  vitamin  K.  Neomycin:  Patient  should  be  ob- 
served for  new  infections  due  to  bacteria  or 
fungi.  Side  Effects:  Sulfonamide:  Sensitivity  re- 
actions may  occur  (e.g.,  skin  rashes,  anemia, 
polyneuritis,  fever;  agranulocytosis  with  a fatal 
outcome  has  been  reported).  Reduction  of  thia- 
mine output  in  the  feces  and  of  vitamin  K syn- 
thesis has  been  observed.  Neomycin:  Nausea, 
loose  stools  possible. 

promptly  relieves  diarrheal  distress 

Cremomycin 

ANTIDIARRHEAL 

Composition;  Each  30  cc.  contains  neomycin 
sulfate  300  mg.  (equivalent  to  210  mg.  of  neomy- 
cin base),  succinylsulfathiazole  3.0  Cm.,  colloidal 
kaolin  3.0  Gm.,  pectin  0.27  Gm. 

MERCK  SHARP  &D0HME  Oiviilon  of  Mtrcli  i Co..lnc..Wtil  Pomt.Po 

where  today's  theory  is  tomorrow’s  therayy 
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Before  prescribing  or  administering,  read  product  circular  with  package  or  available  on  request. 


AND  OTHER  SKIN  ALLERGIES  AND  ITCHING  DERMATOSES  RESPOND  TO  ANTIPRURITIC,  ANTIALLERGIC 


A potent  antagonist  of  both  histamine  and  serotonin 

[PERIACTIN  is  not  a phenothiazine] 

"We  found  cyproheptadine  to  be  most  effective  in  the  treatment 
of  patients  with  urticaria  and  angioneurotic  edema.  In  our  ex- 
perience, therapy, with  cyproheptadine  was  safer  and  even  more 
effective  in  certain  patients  than  therapy  with  corticosteroids. 
Certain  patients  with  recurrent  urticaria  and  angioneurotic 
edema  were  maintained  on  cyproheptadine  without  relapse  for 
intervals  as  long  as  one  year.”* 

’Welsh,  A.  L.,  and  Ede,  M.:  Further  studies  of  cyproheptadine  as  an 
antiallergic,  antipruritic  agent,  J.  New  Drugs  2:88,  March-April  1962. 

Skin  allergies  and  itching  dermatoses  in  which  PERIACTIN  is  in- 
dicated: Angioneurotic  edema  • Chickenpox  • Dermatitis,  includ- 
ing neurodermatitis  and  neurodermatitis  circumscripta  • Drug 
and  serum  reactions  • Eczema  • Eczematoid  dermatitis  • Poison 
ivy  • Pruritus  ani  and  vulvae  • Urticaria. 


PERIACTIN  may  also  be  used  in  patients  being  treated  with 
topical  steroids,  to  enhance  their  effect. 

INDICATIONS:  Acute  or  chronic  allergic  conditions  and  pruritic  derma- 
toses. Sometimes  helpful  in  bronchiai  asthma. 

CONTRAINDICATIONS:  Do  not  use  In  patients  with  glaucoma  or  in  those 
predisposed  to  urinary  retention. 

SiDE  EFFECTS;  Although  drowsiness  appears  frequently,  it  may  disap- 
pear after  3 to  4 days  of  continuous  therapy.  Dry  mouth,  dizziness, 
jitteriness,  nausea,  or  skin  rash  may  occur  occasionally. 

Before  prescribing  or  administering,  read  product  circular  with  pack- 

age or  available  on  request.  SUPPLIED:  Tablets,  4 mg.;  Syrup,  2 mg. 
per  5-cc.  teaspoonful. 


^ MERCK  SHARP  & DOHME  Division  of  Merck  4 Co., Inc. .West  Point. Pi. 
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¡PIENSE  EN  EL  DIA  MENOS  PENSADO! 

¿QUIEN  LE  ASEGURA  QUE  UN  ACCIDENTE  O ENFERMEDAD  NO  LE  OCASIONARA  UN  DESCALABRO  ECONOMICO? 

LA  SSS  LE  ASEGURA  PROTECCION  A SU  SALUD... ¡Y  A SU  PRESUPUESTO! 


La  SSS  — Seguros  de  Servicios  de  Salud — es  la  mas  completa  protección  medica 
para  personas  y familias  de  todos  los  niveles  económicos.  Usted  sólo  paga  una 
módica  prima  ajustada  a sus  ingresos.  Pero,  en  caso  necesario,  recibe  al  momento 
todos  los  servicios  indispensables  con  el  médico,  hospital  o laboratorio  de  su 


selección.  La  SSS  pone  a su  disposición  to- 
das las  ventajas  de  la  medicina  privada,  a tra- 
vés de  873  médicos  participantes,  31  hospi- 
tales y 40  laboratorios.  Algunos  de  nuestros 
planes  incluyen  hasta  servicios  dentales,  con 
240  dentistas  asociados.  Para  más  detalles, 
llene  el  cupón  que  pbblicamos  aquí  y envíelo 
a la  dirección  que  aparece  en  el  mismo.  Tam- 
bién puede  visitar  nuestras  oficinas  o lla- 
mar a los  teléfonos:  724-3737  en  San  Juan, 
878-1248  en  Arecibo,  842-7367  en  Ponce  y 
832-6942  en  Mayagüez. 
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( SSS.  Apartado  11215,  Santurce  | 

I Calle  Europa  620,  | 

I Parada  22,  Santurce  | 

I Señores:  I 

¡ Favor  de  enviarme  detalles  adicionales  sobre  los  planes  SSS  y ^ 

I sus  beneficios  para  mi.  , 

I NOMBRE ¡ 
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LA  SSS  LE  DA  TRIPLE  SEGURIDAD  — Salud  protegida  a diario.  Servicios  de  primera.  Salvaguardia  económica. 


GOLD  THERAPY 
IN  RHEUMATOID  ARTHRITIS 


Russell  A.  Del  Toro,  M.D. 
Juan  E.  Rizek,  M.D. 


The  true  incidence  ef  rheumatoid  arthritis 
in  the  tropics  is  unknown,  but  most  text- 
books of  medicine  state  that  this  is  a rare 
disease  in  this  environment.  At  present,  an 
epidemiologic  study  is  being  conducted  by 
the  University  of  Puerto  Rico  School  of 
Medicine.  During  the  past  four  years,  more 
than  two  hundred  cases  of  rheumatoid  arthri- 
tis have  been  accumulated  at  the  San  Juan 
City  Hospital  Clinics.  The  clinical  picture 
of  this  disease,  as  seen  in  these  patients,  will 
be  reported  in  a separate  communication. 

( 1 ) It  can  be  stated  that  this  is  indeed  not 
a rare  disease  in  Puerto  Rico.  It  is,  therefore, 
imperative  that  physicians  in  tropical  areas 
be  aware  of  this  incidence,  learn  to  recognize, 
and  adequately  treat  these  patients. 

The  treatment  of  patients  suffering  from 
rheumatoid  arthritis  is  not  at  all  simple. 
There  is  no  specific  agent  which  is  consid- 
ered as  a cure  for  the  disease.  Even  the  all 
too  popular  corticosteroid,  though  dramatic 
in  altering  the  inflammatory  changes  and  the 
systemic  manifestations  of  the  disease,  have 
been  shown  not  to  alter  its  course  favorably. 

(2)  Instead,  it  has  been  claimed  that  the 
mortality  rate  increases  on  long  tenn  therapy. 

(3,  4,  5). 

Gold  sodium  thiomalate  was  supplied  as  Myo- 
I chrysinet)  by  Merck  Shari)  ir  Dohme,  Division  of 
Merck  if  Co.,  Inc.  This  study  was  supported  in 
^ part  by  a grant-in-aid  from  Merck  Sharp  & Dohme. 

I From  the  Department  of  Medicine  and  the 
I Arthritis  Clinic,  San  Juan  City  Hospital,  Santurce, 
I Puerto  Rico. 


It  is  the  purpose  of  this  paper,  first,  to 
report  the  experiences  at  the  San  Juan  City 
Hospital  in  treating  patients  with  rheumatoid 
arthritis,  including  a program  of  gold  ther- 
apy that  best  achieves  the  aim  of  inducing 
remissions  in  this  disease.  Secondly,  to  pres- 
ent further  evidence  that  gold  salts  are 
effective  in  the  treatment  of  patients  with 
this  crippling  disease. 

The  Treatment  Program: 

The  all  too  frequent  trial  of  a new  drug, 
a combination  of  medications  or  a treat- 
ment method  testifies  to  the  lack  of  apprecia- 
tion that  rheumatoid  arthritis  is  a complex 
disease  requiring  a broad,  flexible  program 
of  therapy  for  the  best  results.  With  a well 
controlled  program  of  treatment,  tailored 
to  the  needs  of  each  patient,  hope  may  be 
offered  for  the  arrest  of  the  disease  and  pre- 
vention of  crippling  deformities.  A brief 
discussion  of  such  a treatment  program  will 
orient  the  place  of  gold  therapy.  Table  I. 

A)  Educational  Program  and  Psychother- 
apy. 

It  is  very  important  for  patients  with 
this  disease  to  understand  the  nature  of  their 
illness.  They  should  be  brought  to  realize 
that  although  there  may  be  some  perma- 
nent residuals  in  those  joints  already  affect- 
ed, a remission  may  occur  and  further  dam- 
age prevented  with  the  proper  program  of 
therapy.  The  use  of  the  word,  cure,  either 
in  a positive  or  negative  way  should  be  a- 
voided.  However,  in  some  instances,  they 
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TABLE  I:  TREATMENT  OF 
RHEUMATOID  ARTHRITIS 
General  Program 

A.  Educational  Prog^ram  and  Psychotherapy 

1.  Facts  about  the  illness. 

2.  What  to  expect  from  treatment. 

3.  Positive  attitude  toward  treatment. 

B.  Physical  Therapy 

1.  Prevention  of  deformity. 

2.  Maintenance  of  good  articular  function. 

3.  Maintenance  of  good  mirscular  function 

C.  Relief  of  Pain 

1.  Salicylates  in  proper  dosage. 

2.  Corticosteroids  in  small  doses. 

a)  Local 

b)  Systemic 

3.  Orthopedic  Measures 

a)  Splints 

b)  Synovectomy 

D.  Corrective  Orthopedic  Procedures 

E.  Drugs  Capable  of  Arresting  the  Disease 

1.  Gold  salts 

2.  Antimalarials  — ? 


have  already  been  told  that  there  is  no  cure 
for  their  disease.  Usually,  these  patients  are 
quite  depressed.  It  is  then  very  important 
to  allay  their  fears  and  to  develop  a most 
|)ositive  attitude  toward  the  program  of 
treatment.  The  frequent  visits  to  the  clinic 
where  they  can  be  seen  in  groups,  and  where 
they  can  talk  to  other  patients  that  have 
been  followed  for  a longer  period  of  time 
and  are  already  in  remission,  undoubtedly 
serves  the  purpose  of  relieving  their  anxiety 
and  giving  them  reassurance  and  hope. 

B )  Physical  Therapy. 

A program  of  physical  therapy  should  be 
discussed  and  home  methods  taught  to 
these  patients.  It  should  be  aimed  at  prevent- 
ing deformity,  and  maintaining  good  articu- 
lar and  muscular  function.  It  should  be 
simple  and  yet  intensive.  The  home  program 
must  be  reviewed  carefully  at  each  visit 


to  impress  the  patients  with  the  importance 
of  it. 

In  general,  the  day  should  begin  with 
a do.se  of  analgesic  and  a muscle  relaxant 
drug  about  a half  hour , before  arising.  A 
hot  shower  will  markedly  decrease  the  morn- 
ing period  of  stiffness.  Weight  bearing  should 
be  avoided  when  joints  are  acutely  inflamed 
but,  at  the  same  time,  muscle  setting  exer- 
cises should  be  stressed.  Adequate  periods 
of  rest  during  the  day  to  achieve  a well 
balanced  ]jrogram  of  rest  and  activity  should 
be  prescribed.  .\s  improvement  occurs  a 
gradual  shift  in  this  balance  will  spontane- 
ously occur.  Visits  to  a physical  therapy 
unit  will  help  those  patients  with  severe 
deformity.  The  physiatrist  should  spend  the 
majority  of  the  time  of  the  visit  instructing 
the  patient  and  supervising  the  home  pro- 
gram. 

C)  Relief  of  pain  usually  may  be  achieved 
by  the  proper  use  of  salicylates.  vSome  pa- 
tients may  require,  in  addition,  the  use  of 
small  quantities  of  corticosteroids.  When  there 
are  one  or  several  joints  handicapping  the 
patient,  the  use  of  intra-articular  injections 
of  corticosteroids  may  be  indicated.  Special 
orthopedic  procedures,  such  as  synovectomy 
or  splints,  in  selected  cases,  may  be  very 
helpful  in  relieving  pain  and  preventing 
further  destruction  of  an  affected  joint.  (6) . 

D)  Corrective  orthopedic  procedures,  spe- 
cifically designated  as  reconstructive  sur- 
gery, are  at  present  in  vogue  and  when 
properly  done  in  an  experienced  center,  of- 
fer great  promise.  Unfortunately,  we  have 
been  unable  to  interest  any  of  our  orthopedic 
surgeons  in  doing  any  of  these  procedures 
except  the  hip  prosthesis. 

E)  Drugs  capable  of  arresting  the  disease. 

Although  antimalarials  have  been  used  by 
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some  for  this  purpose,  the  evidence  available 
at  present  is  not  convincing.  We  have  had 
very  little  experience  with  their  use  and 
reserve  them  for  those  patients  that  we 
cannot  adequately  classify  as  rheumatoid 
disease  because  they  have  features  suggestive 
of  systemic  lupus  erythematosis. 

Gold  Therapy: 

The  earliest  papers  dealing  with  the  use 
of  gold  in  arthritis  were  those  of  Lande 
(7)  and  Pick  (8)  published  in  1927.  The 
first  large  series  of  cases  reported  in  the 
literature  was  that  of  Forestier  in  1929  (9). 
These  encouraging  reports  were  rapidly  con- 
firmed in  England  (10,11)  and  in  the 
United  States  by  Phillips  (12)  and  Oren 
(13). Bywaters  (14)  from  England,  reported 
on  the  first  well  controlled  double  blind 
study  on  the  effectiveness  of  gold  salts  in  the 
treatment  of  rheumatoid  arthritis.  Unfor- 
tunately, the  period  of  treatment  was  arbi- 
trarily chosen  and  no  maintenance  dosage 
was  used.  It  is  accepted  today  by  most  work- 
ers in  the  field  of  rheumatic  diseases  that 
gold  salts  are  effective  in  inducing  remis- 
sions, in  many  instances  permanent,  in  pa- 
tients with  rheumatoid  arthritis. 

Material  and  Methods 

Since  September  1958,  gold  sodium  thiomal- 
ate  has  been  used  in  the  treatment  of  patients 
with  active  rheumatoid  arthritis.  Only  those  patients 
that  fulfill  the  criteria  of  definite  or  classical  rheu- 
matoid arthritis  as  established  by  the  American 
Rheumatism  Association  diagnostic  criteria  (15) 
and  who  have  had  active  disease  for  a period  of  at 
least  six  months  have  received  such  treatment. 
Hartung  (16)  is  of  the  opinion  that  patients  with 
this  disease  should  receive  gold  therapy  only  after 
having  evidence  of  activity  for  at  least  three  months, 
as  about  one-third  of  them  will  go  into  a sponta- 
neous remission  within  this  period  of  time. 

Table  II  summarizes  the  patients  that  have 


TABLE  II:  TREATMENT  OF 
RHEUMATOID  ARTHRITIS 
Before  Gold  Therapy 


Total  No.  of  Cases 

84 

A.R.A.  Class 

Classical 

34 

Definite 

50 

Average  Duration  of  Illness 

4.8  yrs. 

Sex  Distribution 

Females 

79 

Males 

5 

Positive  S.T.R.A. 

62 

Average  E.S.R. 

38.9  mm. 

Average  Hemoglobin 

10.2  Gin. 

been  treated  with  aruotherapy,  with  a follow  up 
of  at  least  one  year.  The  average  duration  of 
illness  in  the  eighty-four  patients  prior  to  starting 
chrysotherapy  was  4.8  years.  Of  these,  only  five 
patients  had  previously  received  this  form  of  the- 
rapy. There  were  seventy-nine  females  and  five 
males.  A serological  test  for  rheumatoid  arthritis 
(S.  T.  R.  A.  ) , either  the  latex  fixation  test,  or 
the  bentonite  flocculation  test,  or  both,  were  posi- 
tive in  62,  or  73%.  The  average  sedimentation  rate 
for  the  entire  group  prior  to  treatment  was  38.9 
mm. /hr. 

Smith,  et  al.  (17)  by  performing  urinary  ex- 
cretion levels  of  gold  in  patients  receiving  gold 
sodium  thiomalate  corroborated  previous  findings 
by  other  investigators  (18,  19,  20)  that  the  average 
daily  urinary  excretion  for  2/3  of  patients  receiv- 
ing a 50  mg.  weekly  dose  (100  mg.  of  a soluble 
gold  salt)  was  approximately  0.5  mg.  However,  they 
also  detected  a certain  number  of  individuals  who 
behaved  as  hyperexcretors  and  some  as  hypocxcrc- 
tors.  It  was  noted  that  those  who  excreted  larger 
amounts  of  the  injected  drug  did  not  respond  to 
the  usual  program  of  gold  therapy  but  required 
a larger  weekly  dose,  up  to  100  mg.  a week,  to 
induce  a remission.  Those  who  behaved  as  hypoex- 
cretors  developed  early  toxicity  and  remission.  On 
this  basis,  and  because  of  the  difficulties  in  per- 
forming urinary  excretions  of  gold  in  the  usual 
laboratory,  it  was  planned  that  a rigid  dosage 
schedule  be  utilized  early  in  the  treatment  and 
then  individualized  according  to  the  response  of 
the  patient.  With  this  program  it  was  found  pos- 
sible to  induce  remission  in  patients  who  were 
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previously  considered  failures.  The  proposed  dosage 
schedule  consisted  of  administering  weekly  injec- 
tions of  lOmg.  (1st  week)  , 2.'>  mg.  (2nd  week)  , 
and  then  50  mg.  (thereafter)  of  the  gold  salt  with 
close  observation  of  the  patient  until  a remission 
was  induced,  followed  by  a maintenance  dose,  i.  e., 
the  previous  weekly  dose  given  every  three  weeks 
for  at  least  one  year,  to  maintain  a therapeutic 
level.  If,  by  the  end  of  the  12th  week  of  therapy, 
there  had  been  no  response  it  was  assumed  that 
the  patient  was  a hyperexcretor  and  needed  a larger 
dose.  This,  then,  was  increased  by  10  mg.  weekly 
until  a remission  was  obtained.  Only  rarely  was  a 
larger  dose  needed. 

All  eighty-four  patients  have  followed  this  pro- 
gram of  therapy.  They  have  been  seen  at  weekly 
intervals  and  were  personally  interviewed  by  the 
authors  prior  to  each  injection  for  any  evidence 
of  toxicity.  A total  white  blood  cell  count  and  a 
urinalysis,  including  microscopic,  were  performed 
routinely  prior  to  each  injection. 

Results 

The  patients  have  been  followed  for  a 
mininunn  period  of  one  year  of  therapy.  The 
following  criteria  for  remission  have  been 
used : 

1.  Complete  subsidence  of  the  acute  in- 
flammatory changes  in  the  affected 
joints. 

2.  Reduction  in  the  dosage  of  Aspirin 
needed  for  comfort. 

3.  Complete  discontinuation  of  corticost- 
eroids without  exacerbation  except  for 
an  occasional,  short-lived  rebound, 
which  subsided  spontaneously. 

4.  Tendency  for  the  erythrocyte  sedimenta- 
tion rate  to  return  toward  normal. 

5.  Tendency  for  the  hemoglobin  to  rise. 

The  results  are  summarized  in  Table  III. 

total  of  64  patients  or  76%  have  gone 
into  a remission.  Of  these,  to  date,  only 
six  patients,  7%,  have  been  considered  hy- 
perexcretors  and  needed  a larger  dose  than 
usual  in  achieving  remission.  Of  course,  in 


TABLE  III:  TREATMENT  OF 
RHEUMATOID  ARTHRITIS 
Gold  Therapy 


Results  of  Therapy  in 

Eighty-four  Patients: 

No. 

% 

Total  number  of  patients  treated 
and  obserwd  for  at  least  one  year 

81 

100 

Remissions  induced  total 

64 

76 

(Normoexcretors)  witli  usual  dose 

54 

(Hyperexcretors)  needing 
larger  doses 

6 

7 

(Hypoexcretors)  requiring 
smaller  doses 

4 

5 

Still  on  treatment  with  active  disease 

20 

24 

Exacerbations 

22 

26 

Remissions  again  induced  with 
slightly  larger  doses 

18 

81 

Improvement  in  ESR 
(Average  21.4  mm) 

68 

83 

Improvement  in  HB 
(Average  12.6  Gm.) 

72 

86 

the  group  of  20  patients  who  still  have  active 
disease  and  are  continuing  on  gold  therapy, 
there  probably  are  others  who  will  fall  into 
this  category.  Only  four  patients  have  been 
considered  to  be  hypoexcretors  as  a remis- 
sion was  induced  promptly  with  a relatively 
small  dose. 

E.xacerbations  have  developed  in  22,  or 
26%,  of  our  patients.  These  have  been  at- 
tributed, in  most  instances,  to  inadequate 
maintenance  dosage.  AIL  but  four  of  these 
patients  have  again  gone  into  remission  by 
increasing  the  dosage. 

Toxicity  to  Gold: 

Cold  salts  have  been  feared  because  of 
their  toxicity.  Severe  toxic  reactions  should 
seldom  occur  if  these  patients  are  followed 
closely  by  a physician  exjjerienced  in  the  use 
of  this  drug.  Although  most  workers  in  this 
field  consider  reactions  to  gold  salts  as  al- 
lergic in  nature,  we  believe  that  true  allergy 
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is  relatively  uncommon  and  that  most  reac- 
tions are  truly  toxic,  the  result  of  overdosage. 
'I'he  majority  of  patients  who  develop  toxicity- 
can  be  restarted  on  autotherapy,  utilizing  a 
smaller  dosage  schedule,  when  the  signs  of 
toxicity  have  subsided.  The  fact  that  the 
great  majority  of  patients  will  develop  toxic 
reactions  only  after  a marked  improvement 
in  the  rheumatoid  process  has  occurred,  is 
again  evidence  that  the  toxic  level  of  gold 
is  higher  than  the  therapeutic  level.  The 
first  sign  of  caution,  then,  in  following  these 
patients,  is  a marked  improvement  in  their 
symptoms  and  signs. 

Table  IV  summarizes  the  toxic  reactions 
to  this  drug.  Nitritoid  reactions,  at  times, 
may  be  quite  severe  and  alarming.  This 


TABIE  IV:  TREATMENT  OF 
RHEUMATOID  ARTHRITIS 
Gold  Therapy 


Toxic  Reactions 

No.  of  Cases 

% 

Dermatitis  and/or  stomatitis 

12 

14 

Mild  and  short  lasting 

11 

Severe 

1 

Leukopenia  - transient 

5 

6 

Other  hematologic  reactions 

0 

Gastrointestinal  reactions 

0 

Nephritis  - clinical 

0 

Hepatitis  - clinical 

0 

Total  No.  of  patients 
with  toxic  reactions 

17 

20 

type  of  reaction  occurred  only  with  gold 
.sodium  thiomalate  and  not  with  other  gold 
salts.  Thus,  this  cannot  be  attributed  to  the 
gold  itself  unless  some  of  the  solution  might 
have  leaked  along  the  needle  and  entered 
a punctured  vein,  or,  it  might  be  produced 
by  the  thiomalate  molecule.  In  this  series, 
it  has  been  the  most  undersirable  side  ef- 
fect obseived,  as  well  as  the  most  frequent. 


It  has  been  necessary  to  discontinue  therapy 
with  aurothiomalate  in  fourteen  patients 
because  of  this  type  of  reaction.  However, 
these  patients  were  then  transferred  to  auro- 
thioglucose"'  without  any  untoward  effects. 
For  this  reason,  the  nitritoid  reaction  has 
not  been  included  as  a toxic  reaction  to 
gold,  but  is  considered  only  as  an  undesirable 
side  effect  of  the  thiomalate  salt.  This  is 
in  contrast  to  the  experience  on  the  mainland 
where  nitritoid  reactions  to  gold  sodium 
thiomalate  have  been  less  frequently  ob- 
served. 

Seventeen  patients  have  exhibited  toxicity 
to  ítolcl.  Fweh'e  patients  developed  dermati- 
tis and/ or  stomatitis,  but  rarely  severe, 
transient  leukopenia  occurred  in  five  of 
the  patients,  requiring  temporary  discontinua- 
tion of  therapy.  In  all  except  one  of  these 
]:)atients,  we  were  able  to  reinstitute  treat- 
ment with  the  same  dosage  schedule  without 
the  subsequent  development  of  leukopenia. 
I'he  other  patients  tolerated  well  40  mg. 
of  the  salt  weekly,  but  this  was  sufficient 
to  induce  a remission.  Severe  dermatitis  oc- 
curred in  only  one  patient.  No  deaths  have 
been  attributed  to  this  therapy.  One  patient 
of  the  group  died  while  in  remission  due  to 
a myocardial  infarction  and  heart  failure.  All 
of  the  seventeen  patients  (20%)  who  de- 
veloped toxic  reactions  were  subsequently 
restarted  on  maintenance  therapy  and  have 
continued  in  remission. 

Figure  1 is  that  of  a patient  who  developed 
a stomatitis  and  rash  with  only  four  injec- 
tions of  gold  sodium  thiomalate,  135  mg. 
1 Hy|)oexcretor) . ,\t  the  time  of  the  reaction, 
her  disease  went  into  a remission  and  has 
remained  so  since  then.  She  required  small 


* Marketed  as  Solganal'^  by  Schering  Corporation, 
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Fig.  1.  Toxic  reaction  to  gold.  Note  vesiculation 
and  scaliness  of  the  lips.  The  patient  also  had 
similar  lesions  in  the  oral  mucous  membranes  and 
a small  ulceration  in  the  tongue. 


daily  doses  of  corticosteroids,  0.75  mg.  of 
dexamethasone*  daily  for  over  six  weeks 
to  control  her  toxic  reaction.  Since  then 
she  has  remained  in  complete  remission  for 
over  eighteen  months  on  10  mg.  of  gold 
sodium  thiomalate  every  three  weeks. 

Figure  2 is  that  of  a patient  who  de- 
veloped a mild  dennatitis  after  a total  dose 
of  745  mg.  of  gold  sodium  thiomalate.  The 
drug  was  discontinued  and  six  weeks  later 
restarted  on  a maintenance  dose  of  40  mg. 
every  three  weeks.  She  has  now  maintained 
complete  remission  for  two  years. 

* Marketed  as  Decadron'W  , Merck  Sharp  & Dohmc, 
Division  of  Merck  ó*  Co.,  Inc.,  West  Point,  Penn- 
sylvania. 
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Fig.  2.  Toxic  reaction  to  gold.  Note  dermatitis 
characterized  mainly  by  papulo-squamous  lesions 
in  the  hands.  She  had  similar  lesions  involving 
otlier  areas. 


Summary 

A general  program  of  therapy  for  patients 
suffering  from  rheumatoid  disease  is  present- 
ed with  special  emphasis  on  chrysotherapy. 
The  gold  program  is  based  on  dosage  in- 
dividualization consisting  of  weekly  injec- 
tions of  10,  25  and  then  50  mg.  If,  after 
12  weeks,  no  improvement  had  occurred  the 
dosage  was  increased  by  10  mg.  each  week  ■' 
until  a remission  was  apparent. 

Eighty-four  patients  who  fulfilled  the  j 
diagnostic  criteria  of  the  American  Rheu-  | 
matism  Association  for  classical  or  definite  ^ 
rheumatoid  arthritis  have  been  so  treated.  I 
They  had  active  disease  for  at  least  six 
months  with  an  average  duration  of  illness 
of  4.8  years.  A remission  has  been  induced 
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in  64  patients,  76%  . Only  five,  6%,  required 
a higher  dosage  than  50  mg.  of  gold  sodium 
thioiiialate  weekly  to  produce  remissions. 
Exacerbations  occurred  in  22  patients,  26% 
however,  a remission  has  been  again  induced 
in  18  of  them  by  increasing  the  maintenance 
dose.  Twenty  patients,  24%,  of  the  origina 
group  are  continuing  under  treatment  with 
gold. 

Toxic  reactions  ocurred  in  17  patients 
consisting  mainly  of  dermatitis,  stomatitis 
and  transient  leukopenia.  All  patients  were 
safely  given  maintenance  therapy  after  the 
reaction  cleared.  A high  incidence  of  nitritoid 
reactions,  20%,  were  observed  with  gold 
sodium  thiomalate,  but  did  not  recur  when 
therapy  was  continued  with  aurothioglucose. 
They  did  not  exhibit  this  type  of  reaction. 
Therefore,  it  has  not  been  considered  a 
toxic  reaction  to  gold  but  an  undesirable 
side  effect  to  the  thiomalate  salt. 

Gold  therapy,  when  administered  in  an 
individualized  program,  has  proved  effective 
in  inducing  remissions  from  active  rheuma- 
toid arthritis  with  relatively  few  mild,  toxic 
reactions. 

Resumen 

Se  presenta  un  programa  de  tratamien- 
to para  pacientes  con  artritis  reumatoidea 
enfatizando  la  terapia  con  sales  de  oro.  Se 
siguieron  las  sugerencias  hechas  por  Smith 
y sus  colaboradores  de  individualizar  las 
dosis  de  oro  y que  consiste  de  inyecciones  se- 
manales de  10,  25,  y luego  50  mgm.,  ajus- 
tando la  dosis  según  la  respuesta  del  pa- 
ciente. Cando  se  inducía  una  remisión  se 
ponía  al  paciente  en  una  dosis  de  mante- 
nimiento, administrando  la  dosis  que  se  da- 
ba semanalmente  cada  tres  semanas  para 
mantener  un  nivel  terapéutico  por  un  mí- 
nimo de  un  año. 


Se  trataron  84  pacientes  en  esta  forma. 
Todos  eran  casos  de  artritis  reumatoidea 
clásica  o definitiva  según  los  criterios  es- 
tablecios  por  el  “American  Rheumatism  As- 
sociation” (A.R.A.).  En  todos  existía  en- 
fermedad activa  de  por  lo  menos  seis  me- 
ses de  duración,  con  una  duración  media 
de  4.8  años.  Se  indujo  una  remisión  en  64 
de  los  pacientes,  76%  del  total.  Se  requirió 
una  dosis  de  más  de  50  mgm.  semanales 
en  sólo  6%  de  estos.  Se  produjeron  recidi- 
vas en  22  pacientes,  26%  del  total,  sin  em- 
bargo en  18  de  ellos  logramos  inducir  una 
nueva  remisión  al  aumentar  la  dosis  de  man- 
tenimiento. 

En  17  pacientes  ocurrieron  reacciones  tó- 
xicas a las  sales  de  oro,  que  consistieron 
mayormente  de  lesiones  cutáneas,  y en  la 
cavidad  oral  y de  leucopenia  transitoria.  Se 
notó  una  alta  incidencia  de  reacciones  de 
tipo  nitritoide  en  los  pacientes  que  recibían 
el  tiomalato  sódico  de  oro.  Sin  embargo 
estos  mismos  pacientes  al  recibir  la  sal  tio- 
glucosa  de  oro  no  desarrollaban  este  tipo 
de  reacción. 

Terapia  con  sales  de  oro  ha  probado  ser 
efectiva  en  inducir  una  remisión  en  76% 
de  84  pacientes  con  enfermedad  reumatoidea 
activa  con  relativamente  pocas  y leves  reac- 
ciones tóxicas  a la  droga.  No  es  probable 
que  estos  pacientes  hayan  desarrollado  una 
remisión  espontánea  ya  que  tenían  enferme- 
dad activa  por  un  mínimo  de  seis  meses  de 
duración  y una  duración  media  de  4.8  años. 
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CLINICAL  EVALUATION  OF 
A PARENTERAL  IRON  PREPARATION 


Iron  deficiency  anemia  is  the  most  fre- 
quently encountered  hematologic  disorder.  It 
should  be  considered  as  a secondary  mani- 
festation of  a primary  condition  within  or 
outside  of  the  patient  in  the  form  of  socio- 
economic problems  affecting  a community. 
The  latter  are  of  particular  importance  in 
Puerto  Rico  where  faulty  diet  and  intestinal 
parasitosis  are  still  generally  considered  to 
be  leading  causes  of  iron  deficiency  anemia. 

The  frequency  of  iron  deficiency  anemia 
in  our  environment  demands  thorough  ac- 
quaintance with  all  the  available  forms  of 
therapy. 

It  is  our  purpose  to  present  part  of  our 
observations,  at  the  San  Juan  City  Hospital, 
on  the  hematologic  effects  of  the  parenteral 
preparation,  iron-hidrogenated  dextran.  The 
iron  hydrogenated  dextran  complex  (IHD 
C)*  referred  to  contains  lOOmg.  of  elemen- 
tal iron  per  cubic  centimeter. 

Materials  and  Methods 

A group  of  21  adults  and  23  children  were  in- 
cluded in  present  report.  The  diagnosis  of  iron 

• Supplied  as  Iron-Hydex-100  by  Nessan  Lab- 
oratories, Hato  Rey,  Puerto  Rico. 

From  the  Departments  of  Medicine  and  Pedi- 
atrics, San  Juan  City  Hospital,  San  Juan,  Puerto 
Rico. 


A.  L.  Rodríguez-Rosado,  M.D. 

O.  Gonzalez-Alvarez,  M.D. 

R.  Rizek,  M.D. 

P.  Echevarria,  M.D. 

deficiency  anemia  was  established  in  each  case  by 
the  characteristic  peripheral  blood  and  bone  mar- 
row picture  of  hypochromic  microcytic  anemia  and 
the  subsequent  response  following  iron  therapy.  All 
cases  had  a follow  up  period  of  at  least  three 
weeks. 

Initial  studies  included  complete  blood  counts, 
bone  marrow  aspiration,  blood  samples  for  serun 
iron  determinations  and  stool  specimens  fór  parasi 
tes  and  occult  blood.  Hematologic  determinations 
were  performed  by  standard  methods.  Hemoglobin 
values  and  hematocrit  studies  were  done  serially 
on  alternate  weeks  along  the  follow  up  period. 
History,  physical  examinations  and  pertinent  clinic- 
al diagnostic  procedures  were  performed  on  indiv- 
idual cases  for  the  elucidation  of  the  etiology  of  the 
anemia.  The  patients  followed  for  a period  of 
nine  weeks  were  submitted  to  the  same  studies 
performed  initially. 

The  group  of  adults  included  4 males  and  17 
females.  Age  of  male  patients  was  beyond  40  years; 
only  two  females  were  post  menopausal.  The  age 
of  the  female  group  ranged  from  19  to  58  years 
with  an  average  of  32  years.  Because  of  the  pre- 
dominance of  females  in  reproductive  life,  the 
most  frequent  underlying  causes  for  the  anemia 
were  repeated  pregnancies  and  profuse  menses. 
There  were  individual  cases  of  chronic  thrombocy- 
topenic purpura,  post  gastrectomy  and  a chronic 
gastrointestinal  bleeder  without  demonstrable  path- 
ology. Four  cases  showed  hookworm  in  stools. 

The  group  of  23  children  included  17  infants. 
The  youngest  was  5 months  old.  Six  were  younger 
than  a year  and  eleven  were  between  one  and  two 
years.  The  age  of  the  other  five  children  was  be- 
tween three  and  eight  years. 
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The  five  older  children  showed  intestinal  para- 
sitosis. In  the  group  of  infants,  a history  of  a faulty 
diet  was  invariably  obtained. 

For  therapy,  the  total  dose  of  Iron  Hydex-100 
to  be  administered  was  determined  using  tbe 
formula: 

Ü.ÜÜ3  X weight  in  pounds  X (100-%  Hb)  using 
a value  of  14.4Gms%  as  100%  Hb. 

The  initial  dose  was  Icc  in  all  patients.  The 
remaining  dose  was  administered  to  adults  in  daily 
amounts  of  2cc  and  of  Icc  to  children,  until  com- 
pletion of  calculated  total  dose.  Patients  were  start- 
ed on  therapy  immediately  after  initial  blood  and 
bone  marrow  specimens  were  obtained. 

Except  for  the  first  two  adult  cases,  IHDC  was 
injected  deep  in  the  gluteal  region  using  a No.  21 
gauge,  2 inches  long  needle.  The  recommended  3 
inches  long  needle  was  not  available  in  our  local 
market.  The  technique  of  injection  consisted  of 
stretching  the  soft  tissues  of  gluteal  area  medial 
or  lateralwards  and  introducing  the  needle  through 
previously  cleansed  skin  of  outer  upper  quadrant 
of  the  buttocks  straight  into  the  muscle  mass. 
After  injection  of  the  material  the  needle  was 
quickly  withdrawn  and  at  the  same  time  the 
stretched  soft  tissues  were  released  to  overlap  the 
site  of  injection. 

The  total  dose  in  the  adult  group  ranged  from 
11  to  24cc  of  Iron  Hydex-IOO  with  an  average 
dose  of  16cc.  The  total  dose  of  Iron  Hydex  in  the 
children  group  ranged  from  2.0  to  4.5cc  with  an 
average  dose  of  3. Icc.  The  largest  dose  used  was 
7cc  in  one  of  the  older  children. 

Results 

The  initial  hemoglobin  values  in  the  adults 
ranged  from  5.5  to  10.2  Gms%  with  an  aver- 
age of  7.3  Gms%  (Table  I) 

For  our  discussion  we  will  classify  the 
degree  of  anemia  as  moderate  if  initial  he- 
moglobin value  was  over  7.5  Gms%,  severe 
for  values  between  5 and  7.5  Gms%  and  very 
severe  if  less  than  5 Gms%. 

During  the  first  3 weeks  period  after 
starting  therapy,  the  group  of  9 adults  with 
moderate  anemia  showed  an  increase  in  he- 


TABLE  I:  HEMOGLOBIN  RESPONSE  TO 
IRON  HYDEX  IN  ADULTS 


Case 

No. 

0 wks. 

Hemoglobin  gm/100  ml. 
3 wks.  6 wks.  9 wks. 

1 

6.3 

8.0 

10.4 

10.7 

2 

7.5 

10.5 

11.7 

13.2 

3 

9.9 

11.2 

11.7 

12.7 

4 

6.3 

9.0 

9.8 

11.7 

5 

10.2 

11.7 

11.7 

— 

6 

7.3 

9.3 

10.0 

11.4 

7 

6.3 

9.7 

11.2 

12.0 

8 

5.5 

10.2 

12.7 

- 

9 

6.8 

9.8 

11.7 

— 

10 

9.0 

9.7 

10.2 

11.7 

11 

8 .5 

10.5 

11.2 

12.0 

12 

6.3 

9.7 

11.0 

- 

13 

6.1 

10.5 

11.2 

- 

14 

7.3 

10.2 

11.9 

- 

15 

6.8 

8.8 

9.1 

10.7 

16 

8.5 

9.5 

10.0 

11.2 

17 

8.3 

9.3 

10.7 

— 

18 

7.8 

8.8 

10.2 

11.2 

19 

8.8 

10.7 

10.9 

11.2 

20 

5.8 

9.3 

10.5 

11.. 

21 

7.1 

8.7 

10.2 

10.7 

moglobin  values  ranging  from  0.7  to  3.0 
gms%  with  an  average  of  1.3  Gms%  for  this 
period.  The  11  patients  with  severe  anemia 
showed  a hemoglobin  increment  ranging 
from  1.6  to  4.7  Gms%  with  average  increase 
of  3.0  Gms%. 

In  the  second  three  weeks  period,  all 
cases  started  with  hemoglobin  values  over 
8.0  Gms%.  The  group  with  initially  mod- 
erate anemia,  showed  an  average  hemoglobin 
raise  of  0.7  Gms%  but  all  patients  in  the 
group  had  values  above  10  Gms%  at  the  end 
of  this  period.  The  range  of  hemoglobin  raise 
in  the  initially  severely  anemic  adults  was 
from  0.7  to  2.5  Gms%  with  average  of  1.3 
Gms%. 
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The  14  adult  patients  followed  for  a 
third  three  week  period  showed  initial  he- 
moglobin values  from  9.1  to  12.7  Gms% 
with  an  average  hemoglobin  increment  of 
0.9  Gms%  during  this  period.  The  final  he- 
moglobin values  in  the  adult  group  followed 
for  a nine  week  period  ranged  from  10.7 
13.2  Gms%  with  average  value  of  11.5 
Gms%. 

Table  II  shows  the  increntents  in  hema- 
tocrit and  MCH  values  after  IHDC  in  the 
adult  group.  The  initial  average  hematocrit 
value  for  the  group  was  26  Vol.  % and  after 

TABLE  II:  INCREMENTS  IN  HEMATOCRIT 
AND  MCH  VALUES  AFTER  IRON- 
HYDROGENATED 
DEXTRAN  IN  ADULTS 


Patient 

No. 

Hematocrit 

B A 

M.  C.  H. 

B A 

1 

22 

37 

21 

27 

2 

28 

44 

14 

29 

3 

35 

39 

22 

27 

4 

25 

35 

20 

26 

5 

39 

43 

23 

25 

6 

28 

36 

15 

28 

7 

23 

39 

16 

30 

8 

25 

43 

15 

27 

9 

28 

42 

19 

26 

10 

22 

37 

21 

25 

11 

26 

40 

25 

29 

12 

22 

38 

17 

28 

13 

21 

39 

21 

24 

14 

26 

38 

17 

29 

15 

24 

30 

21 

30 

16 

30 

39 

21 

25 

17 

26 

37 

21 

22 

18 

28 

39 

16 

28 

19 

30 

42 

24 

27 

20 

20 

35 

17 

27 

21 

29 

34 

18 

29 

treatment  it  was  39  Vol.  % The  average 
.\1CH  values  before  and  after  IHDC  were 
19  and  27  micromicrograms  respectively. 

The  hemoglobin  response  respectively  of 
pediatric  patients  is  shown  in  Table  III.  The 
response  is  summarized  as  follows; 

a.  Moderate  anemia 

Number  of  cases.  .6 
hlenioglobin  incre- 
ment range  1.2to2.7Gms% 

Average  raise  ....  2.0  Gms% 

b.  Severe  anemia 

Number  of  cases.  . 9 
Hemoglobin  incre- 
ment range  ....  2.2  to  4.9  Gms% 
.Average  raise  ....  3.5  Gms% 

c.  Very  severe  anemia 

Number  of  cases.  . 8 
Hemoglobin  incre- 
ment range  ....  4.0  to  6.2  Gms% 
.Average  raise  ....  5.4  Gms% 

It  appears  evident  that  the  rate  of  he- 
moglobin increment  apparently  varies  with 
the  .severity  of  the  anemia. 

During  the  second  3 week  period,  all 
(;ases  sta,rted  with  hemoglobin  values  over 
7.5  Gms^;o  and  the  hemoglobin  raise  range 
was  from  0.3  to  2.9  Gms%  with  an  average 
raise  of  1.2  Gms%.  Nine  cases  followed  for 
a period  of  9 weeks  showed  hemoglobin  in- 
crements from  0.3  to  2.9  Gms%  with  an  av- 
erage raise  of  0.8  Gms%. 

'Fable  IV  shows  the  hematocrit  and  M 
CH  values  in  anemic  children  before  and 
after  IHFC  therapy.  Children  with  initial 
hemoglobin  values  over  7.5  Gms%  showed 
an  average  hematocrit  raise  of  9 vol.%  while 
the  group  with  severe  and  very  severe  ane- 
mia showed  an  average  raise  in  hematocrit 
of  15  vol.9F. 
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TABLE  III:  HEMOGLOBIN  RESPONSE  TO 
IRON-HYDROGENATED  DEXTRAN  IN 
PEDIATRIC  PATIENTS 


Case 

No. 

0 wks. 

Hemoglobin  gm/100  ml. 
3 wks.  6 wks.  9 wks. 

1 

6.1 

8.3 

11.2 

11.7 

2 

6.0 

9.9 

10.2 

10.7 

3 

5.8 

9.4 

10.6 

12.1 

4 

6.3 

9.8 

10.7 

— 

5 

4.8 

9.5 

10.2 

11.0 

6 

4.1 

8.8 

10.7 

— 

7 

4.8 

10.0 

— 

— 

8 

5.0 

11.2 

11.5 

— 

9 

9.5 

10.7 

11.7 

12.2 

10 

6.6 

9.5 

11.7 

12.7 

11 

9.5 

11.2 

11.9 

— 

12 

4.8 

9.0 

— 

— 

13 

7.3 

11.4 

12.4 

— 

14 

5.8 

10.7 

12.0 

12.7 

15 

2.8 

7.8 

10.0 

10.7 

16 

7.5 

10.2 

— 

— 

17 

3.5 

8.5 

— 

- 

18 

6.3 

9.5 

10.7 

11.7 

19 

8.3 

9.5 

10.7 

— 

20 

7.8 

10.5 

11.2 

— 

21 

6.8 

10.0 

— 

— 

22 

4.3 

8.3 

9.0 

— 

23 

7.8 

lOJ 

11.2 

- 

In  both  groups,  adults  and  children,  the 
patients  who  had  serial  reticulocytes  counts, 
showed  as  a rule  the  peak  of  response  be- 
tween the  5th  and  10th  day.  The  more  severe 
the  anemia,  the  greater  the  reticulocytosis.  It 
reached  values  near  30%  in  severely  anemic 
patients  while  cases  with  moderate  anemia, 
showed  erratic  and  inconstant  responses. 

In  cases  with  serum  iron  determination 
before  and  after  therapy,  there  was  the  ex- 
pected reversal  to  normal  values.  (Table  V) 
As  to  side  reactions,  two  female  adult 
patients  who  were  injected  with  a 1%  inch 
long  needle,  developed  brown  discoloration 
of  the  skin  at  the  site  of  injection.  Similar 
discoloration  was  not  encountered  in  any 


A.  L.  Rodriguez  Rosado,  M.  D.,  et  al 


TABLE  IV:  INCREMENTS  IN  HEMATOCRIT 
AND  MCH  VALUES  AFTER  IRON- 
HYDROGENATED  DEXTRAN  IN  CHILDREN 


Patient 

No. 

Hematocrit 

B A 

M.  C.  H. 

B A 

1 

23 

38 

14 

27 

2 

20 

36 

19 

26 

3 

23 

39 

14 

26’ 

4 

23 

39 

20 

21 

5 

20 

39 

13 

24 

6 

26 

35 

19 

21 

7 

21 

37 

17 

24 

8 

19 

38 

18 

29 

9 

31 

38 

20 

24 

10 

26 

39 

17 

27 

11 

32 

38 

18 

27 

12 

16 

25 

20 

29 

13 

31 

43 

17 

26 

14 

24 

42 

16 

29 

15 

13 

35 

16 

24 

16 

26 

35 

21 

25 

17 

20 

34 

20 

25 

18 

30 

41 

17 

29 

19 

24 

38 

20 

27 

20 

28 

36 

17 

24 

21 

27 

43 

15 

20 

22 

20 

36 

18 

23 

23 

27 

40 

17 

23 

other  patient  but  to  a considerable  lesser 
degree  pigmentation  was  observed  in  seven 
adult  patients.  In  none  of  the  children  sig- 
nificant skin  changes  occurred.  An  adult 
patient  developed  mild  right  inguinal  sore- 
ness without  enlargement  of  lymph  nodes. 
This  was  very  transient  and  did  not  affected 
the  patient’s  ordinary  activities.  All  subjects 
were  able  to  receive  the  complete  planned 
course  of  therapy  without  a single  significant 
systemic  reaction. 

Discussion 

Oral  iron  is,  in  general,  the  most 
practical,  less  expensive,  safest  and  most  used 
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TABLE  V: 

BEFORE 

SERUM  IRON 

AND  AFTER 

VALUES  (UGM%) 
IHDC  THERAPY 

Children 

Before 

After 

1 

26.8 

128.5 

9 

44.6 

123.0 

10 

15.7 

61.9 

13 

31.0 

49.7 

14 

23.4 

50.1 

Adults 

Before 

After 

2 

6.6 

45.4 

3 

22.1 

93.3 

5 

14.5 

82.0 

7 

22.4 

40.0 

8 

13.2 

88.8 

10 

8.9 

106.6 

15 

17.5 

59.6 

16 

15.3 

73.9 

18 

8.6 

103.4 

20 

22.3 

68.9 

21 

4.5 

123.6 

form  of  iron  replacement  therapy.  Further- 
more, it  relieves  iron  deficiency  anemia  in 
the  great  majority  of  cases. 

The  need  for  parenteral  iron  therapy 
arises  from  such  situations  as  intolerance  to 
oral  iron  preparations,  the  chronic  bleeder 
with  inflammatory  gastro-intestinal  diseases, 
the  patient  in  whom  the  anemia  must  be 
compensated  within  a limited  period  of  time 
as  occurs  in  pregnancy,  the  infrequent  cases 
of  iron  intestinal  malabsorption  and  no  less 
important  the  frequently  encountered  unre- 
liable patient  or  parent  who  will  neglect  to 
take  or  give  the  oral  medication. 

In  the  chronic  gastrointestinal  bleeder, 
parenteral  iron,  permits  the  observation  of 
color  changes  in  the  stools  as  an  index  of 
bleeding  activity. 

The  reconstitution  of  iron  stores  by  the 
oral  administration  is  achieved  rather  slowly 
for  once  the  anemia  is  compensated,  the  in- 
testinal absorption  of  iron  slows  down  (I-S). 
1 his  will  render  the  chronic  bleeder  per- 


petually succeptible  to  recurrent  anemia. 

In  the  initial  observations  of  this  study, 
it  w'as  found  that  the  tested  iron  hydrogen- 
ated dextran  complex  (IHDC)  consistently 
produced  excellent  hematologic  response  in 
adults  and  children.  We  were  particularly 
impressed  by  the  absence  of  significant  sec- 
ondary side  effects. 

Brown  discoloration  of  the  skin  does  oc- 
cur with  IHDC  if  it  is  improperly  injected. 
Intramuscular  iron  preparations  should  never 
be  injected  in  any  other  place  than  the  gluteal 
region.  Massage  after  the  injection  would 
only  make  the  material  spread  along  facial 
planes  and  subcutaneous  tissues  from  where 
absorption  is  poor.  IHDC  and  similar  pre- 
parations should  be  injected  by  the  physician 
himself,  or  a personally  trained  nurse  but 
never  by  the  amateur  nurse  of  the  neigh- 
borhood. The  most  important  reason  for  a 
stained  skin  after  injectable  iron  preparations, 
particularly  in  adults,  is  simply  that  the  prop- 
er three  inches  long  needle  has  never  been 
generally  employed. 

If  we  compare  the  results  of  this  study 
with  a similar  study  (6)  performed  in  this 
same  institution  with  iron-dextran  complex 
(IDC,  Imferon),  we  can  conclude  that  both 
preparations  are  highly  and  rather  equally 
effective  in  iron  deficiency  anemia.  The  con- 
centration of  lOOmg.  of  elemental  iron  per 
cubic  centimeter  in  IHDC  as  compared  with 
50  mg/cc.  of  IDC  reduces  to  one  half  the 
volume  of  the  material  to  be  injected.  The 
relative  viscosity  of  IHDC  is  about  one  third 
that  of  IDC  making  the  injection  easier  and 
permiting  the  use  of  smaller  gauge  needles. 
The  very  low  incidence  of  secondary  side 
effects  with  IHDC  is  most  probably  related 
to  the  report  of  Harrison  et  al  in  which  it 
was  obseKed  that  hydrogenated  dextran 
caused  less  side  reactions  than  dextran  when 
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both  were  used  as  plasma  volume  expanders 

(7) 

Further  studies  are  needed  to  ascertain 
the  validity  of  observations  in  this  work.  Par- 
ticularly, we  suggest  an  immunological  study 
to  detennine  the  antigenic  properties  of  IH 
DC  in  view  of  the  fact  that  deaths  have  been 
reported  with  IDC  due  to  anaphylactoid 
reactions  (8). 

Finally,  it  cannot  be  overstressed  that 
emphasis  on  treatment  should  never  over- 
shadow’ the  importance  for  the  search  of  the 
primary  cause  of  the  ferropenic  state. 

Summary 

The  hematologic  response  to  the  parente- 
ral iron  preparation.  Iron  hydrogenated  dex- 
tran,  w’as  studied  in  21  adult  subjects  and  23 
children  with  iron  deficiency  anemia. 

Both  groups  showed  excelent  hemato- 
logic response.  No  significant  systemic  reac- 
tions were  observed  in  this  study. 

The  indications  for  parenteral  iron  the- 
rapy were  briefly  discussed.  The  importance 
of  a correct  injection  procedure  to  avoid  sub- 
cutaneous staining  was  emphasized. 

Resumen 

La  respuesta  hematológica  a la  prepara- 
ción parenteral,  complejo  de  hierro  hidro- 
dextrán,  fué  estudiada  en  21  adultos  y 23 


niños  con  anemia  ferropénica.  Ambos  gru- 
pos enseñaron  una  excelente  respuesta  he" 
matológica  sin  reacciones  sistémicas  indesea? 
bles.  H 

Las  indicaciones  para  la  terapia  parente-j 
ral  de  hierro  se  discuten  brevemente.  Se  ha-5 
ce  énfasis,  en  el  procedimiento  correcto  del 
inyección  para  evitar  pigmentación  subcu-j 
tánea.  B 
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CLINICAL  AND  RADIODINE  STUDIES 

IN  THE  SOLITARY 
TOXIC  THYROID  NODULE 


Although  the  incidence  of  hyperfunction- 
ing toxic  solitary  adenomas  of  the  thyroid  is 
quite  low,  the  question  of  lesions  within  the 
thyroid  gland  which  are  capable  of  initiat- 
ing and  maintaining  a state  of  hyperthyroi- 
dism is  of  more  than  academic  interest  to 
the  clinician.  The  low  incidence  of  these 
neoplasms  is  borne  out  by  the  fact  that  Cope 
and  his  associates  ( 1 ) from  the  Thyroid 
Clinic  at  the  Massachusetts  General  Hospital 
were  able  to  collect  only  ten  cases  in  the  ten 
year  period  between  1937  and  1947.  Roualle 
(2)  in  England  in  1949  reported  four  patients 
among  107  cases  of  hyperthyroidism  studied 
in  the  nine  year  period  between  1938  and 
1947  for  an  incidence  of  3.7%.  We  have  only 
observed  two  cases  among  405  cases  of  hy- 
perthyroidism seen  at  the  Endocrine  Clinic 
of  the  San  Juan  City  Hospital  and  the  pri- 
vate office  of  the  senior  author  between  1952 
and  1963.  This  gives  a percentage  incidence 
of  0.49%,  the  lowest  reported. 

In  the  group  of  patients  studied  at  the 
Massachusetts  General  Hospital,  Cope  and 
his  coworkers  ( 1 ) found  features  which  led 
them  to  conclude  that  the  toxic  state  was 
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solely  the  result  of  hyperactivity  of  the  tumor, 
and  that  such  activity  was  not  directly  under 
the  control  of  the  pituitary  thyroid  system. 
They  based  their  conclusions  on  the  follow- 
ing observations : ( 1 ) An  atrophy  of  disuse 
always  ocurrs  in  all  thyroid  tissue  outside  of 
the  nodule,  but  this  atrophy  may  vary  in 
degree,  (2)  Exophthalmos  w'as  only  seen  in 
one  of  the  ])atients,  as  compared  with  an 
incidence  of  above  50%  in  the  cases  of  dif- 
fuse toxic  goiter,  and  (3)  The  nodule  itself 
was  proved  to  be  functionally  overactive  be- 
cause of  these  findings,  i.e.,  it  was  similar 
histologically  to  a diffusely  hyperplastic  gland, 
it  W'as  capable  of  inactivating  large  amounts 
of  thyrotropin  in  vitro,  it  took  from  80%  to 
90%  of  the  administered  tracer  dose  of  ra- 
dioactive iodine  in  contrast  to  the  rest  of  the 
gland  which  picked  up  little  or  none,  it  res- 
ponded very  poorly  to  iodine  therapy  as 
most  nodular  goiters  do,  and  after  removal 
of  the  nodule  they  observed  a postoperative 
period  of  hypothyroidism  due  to  the  atrophic 
state  of  the  rest  of  the  thyroid  parenchyma. 

Since  the  advent  of  more  specialized 
studies  of  thyroid  gland  function,  and  spe- 
cially with  the  use  of  the  automatic  thyroid 
scanner  the  evaluation  of  solitary  nodules  of 
the  thyroid  gland  has  improved  considerably. 
The  cases  to  be  reported  in  this  communi- 
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cation  form  j)art  of  an  ambitious  program  of 
clinical  investigation  concerning  the  group 
of  patients  exhibiting  a solitary  thyroid  nod- 
ule, of  which  the  senior  author  has  been  able 
to  follow  125  cases  in  his  private  office  and 
the  Endocrine  Clinic  of  the  San  Juan  City 
Hospital. 


Case  Reports 

Case  1:  This  51  years  old  white  married  female 
was  first  seen  on  April  8,  1960  with  the  chief 
complaint  of  nervousness,  weight  loss,  palpitations, 
tiredness,  heat  intolerance,  polydypsia,  and  poly- 
uria of  six  years  duration.  During  the  year  pre- 
ceeding  the  visit  the  patient  had  noted  progressive 
increase  in  the  size  of  the  area  around  the  left 
lower  neck.  The  enlargement  had  become  station- 
ary during  the  preceeding  three  months. 

The  physical  examination  revealed  a well  de- 
veloped female,  extremely  irritable  and  restless. 
The  blood  pressure  was  118/60,  the  pulse  96  per 
minute  and  the  weight  104  pounds.  There  was 
bilateral  stare  without  exopathalmos.  The  palpa- 
tion of  the  neck  showed  a soft  nodule  measuring 
4.5  cm.  X 2.5  cm.  involving  the  lower  and  mid- 
portion of  the  left  lobe  of  the  thyroid  gland.  No 
thrill  was  felt  and  no  bruit  was  heard.  Fine  tre- 
mors of  the  hands  and  tongue  were  present  and 
the  skin  was  moist  and  warm.  The  reflexes  were 
hyperactive.  The  presumptive  diagnosis  of  solitary 
toxic  adenoma  of  the  thyroid  was  made.  The  in- 
dicated thyroid  function  studies  revealed  a basal 
metabolic  rate  of  -f24%,  a serum  cholesterol  of 
178  mgm.  %,  a 24  hr.  1-131  uptake  of  59.4%  and 
a FBI  - 1-131  conversion  ratio  of  58.4%.  The  results 
of  the  preoperative  scintigram  are  shown  on 
Figure  1. 

The  hyperthyroid  state  was  controlled  with  Ta- 
pazole  in  a starting  dose  of  40  mgm.  daily  dis- 
tributed throughout  the  day,  with  a gradual  re- 
duction of  the  dose  as  the  euthyroid  status  was 
achieved.  The  laboratory  studies  just  prior  to 
operation  indicated  a basal  metabolic  rate  of  -7% 
and  a serum  cholesterol  of  230  mgm.  %.  On 
January  14,  1961  a left  hemithyroidectomy  was 
done  under  endotracheal  anaesthesia.  The  surgeon 
noted  that  the  nodule  occupied  most  of  the  left 
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Fig.  1.  Preoperative  radioiodinc  scintigram,  in 
case  1,  illustrating  the  hyperfunctioning  nodule 
with  complete  suppression  of  radioiodine  uptake  in 
the  rest  of  the  gland. 


lobe  but  that  there  was  a thin  rim  of  normal 
thyroid  tissue  around  the  upper  pole  of  the  ade- 
noma. The  left  lobe  appeared  quite  small.  The 
pathological  diagnosis  was  follicular  adenoma  of 
the  thyroid  gland. 

The  patient  was  discharged  after  an  unevent- 
ful convalescence.  The  radioiodine  studies  done 
nine  days  after  the  operation  on  January  23,  1961 
showed  an  uptake  of  10%.  In  order  to  determine 
the  responsiveness  of  the  residual  right  lobe,  T.SH 
was  given  intramuscidarly  for  two  days  in  a daily 
dose  of  5 units.  The  uptake  after  TSH  adminis- 
tration was  reported  as  10.2%,  thus  showing  total 
depression  of  the  remaining  lobe  with  no  response 
to  thyroid  stimulating  hormone.  The  patient  was 
kept  under  close  observation  at  monthly  periods. 
On  March  8,  1961  the  1-131  uptake  was  repeated 
in  conjunction  with  a scintigram.  The  result  of 
the  post  operative  scintigram  is  shown  on  Figure 
2.  The  uptake  had  increased  up  to  19.4%  but  the 
patient  exhibited  definite  evidence  of  thyroid  de- 
ficiency. No  attempt  was  made  to  correct  the  de- 
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Fig.  2.  Post  operative  scintigram,  in  case  1, 
illustrating  partial  recovery  of  function  of  the 
previously  suppressed  right  thyroid  lobe. 


ficier^cy  in  the  hope  that  the  depressed  right  lobe 
might  take  over  the  overall  production  of  thyroid 
hormone  in  the  absence  of  the  hyperfunctioning 
adenoma.  On  August  3,  1961,  seven  months  after 
the  operation,  the  patient  nmplained  of  progres- 
sive weight  gain  in  spite  of  strict  diet,  severe 
cramps  in  the  muscles  of  the  legs  and  arms, 
numbness  of  the  fingers  of  the  hands,  swelling 
of  the  face  and  eyes  in  the  morning,  brittle  nails, 
dry  and  coarse  skin,  and  moderate  cold  intole- 
rance, all  these  symptoms  dating  back  to  one 
month  after  the  operation.  The  laboratory  studies 
on  that  week  revealed  a low  basal  metaI)olic  rate 
of  - 28%,  a total  serum  cholesterol  of  304  mgm.% 
and  an  1-131  uptake  of  18.3%.  The  chemical  pro- 
tein bound  iodine  was  reported  as  3.0  mcgm.%. 
Because  of  the  presence  of  a severe  hypothyroid 
state  after  such  a prolonged  period  of  time  after 
the  operation  it  was  decided  to  test  again  the 
response  of  the  intact  right  lobe  to  the  adminis- 
tration of  thyroid  stimulating  hormone.  Much  to 
our  surprise  there  was  a lack  of  response  to  T.SH 
stimulation,  the  radioiodine  uptake  changing  only 
from  18.3%  to  24.3%.  This  was  definite  proof  to 
us  of  permanent  partial  supression  of  function  of 


remaining  lobe.  Substitution  therapy  in  the  form 
of  thyroid  extract  was  immediately  started  on 
August  26,  1961.  On  her  visit  to  the  office  on 
November  18,  1961  the  euthyroid  status  had  been 
achieved  on  a daily  dose  of  three  grain  of  thyroid 
extract  daily.  The  patient  has  been  seen  at  inter- 
vals of  six  months  ever  since  operation.  She  re- 
mains euthyroid  and  asymptomatic  under  substi- 
tution therapy. 

Case  2:  This  20  years  old  girl  was  first  seen 
by  us  on  September  17,  1962  * at  which  time  she 
was  hospitalized  in  the  Surgical  Service  of  the  San 
Juan  City  Hospital.  At  that  time  the  patient 
gave  a history  of  being  well  up  until  five  months 
prior  to  admission  at  which  time  she  noticed  the 
appearance  of  a lump  on  the  left  side  of  the  neck. 
At  about  the  same  time  she  developed  nervous- 
ness, palpitations,  increased  sweating,  and  occas- 
sional insomnia.  Her  appetite  was  excellent  and 
her  weight  was  well  maintained.  The  physical 
examination  revealed  a blood  pressure  of  130  over 
70,  a pulse  of  92  per  minute,  no  evidence  of  ex- 
ophthalmos, and  the  presence  of  a soft  nodule, 
2 cm.  by  li^  cm.  in  diameter,  located  in  the  mid- 
portion of  the  left  lobe  of  the  thyroid  gland.  The 
24  hr.  radioiodine  uptake  was  reported  as  40%, 
the  electrocardiogram  showed  sinus  tachycardia 
with  frequent  premature  auricular  beats,  and  the 
chest  X-ray  showed  the  heart  size  to  be  within  the 


Fig.  3.  Radioiodiiie  scintigram,  in  case  2,  show- 
ing that  the  whole  activity  of  the  gland  resides 
in  the  hyperfunctioning  nodule. 
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limits  of  normal.  The  thyroid  scintigram  revealed 
that  all  the  isotopic  activity  was  located  within 
the  nodule  (Figure  3)  . At  that  time  the  diagnosis 
of  solitary  toxic  thyroid  nodule  was  seriously 
considered.  She  was  discharged  to  the  care  of  the 
Endocrine  Clinic,  where  other  more  specialized 
studies  were  to  be  done.  .She  was  seen  at  the  Endo- 
crine Clinic  on  October  30,  1962.  At  that  time 
she  appeared  more  nervous  and  irritable.  A frac- 
tional 1-131  uptake  done  at  our  Radioisotope  l.alr- 
oratory  was  reported  as  31%  at  4 hours,  39%  at 
6 hours,  and  53%  at  24  hours.  ITnfortunately  the 
patient  disappeared  from  observation  for  a period 
of  one  year.  She  was  finally  contacted  and  return- 
ed to  the  clinic  on  October  8.  1963.  On  examina- 
tion she  appeared  definitely  toxic.  The  blood 
pressure  was  120  over  60.  the  radial  pulse  was  66 
and  the  apical  pulse  122,  irregular  and  suggestive 
of  auricular  fibrillation.  The  skin  was  moist  and 
warm  and  there  were  fine  tremors  of  the  tongue 
and  extended  fingers.  The  thyroid  nodide  had  not 
changed  in  size.  Immediately  hospitalization  was  ad- 
vised because  of  the  obvious  hyperthyroidism  with 
complicating  thyrotoxic  heart  disease. 

On  that  hospitalization  in  October  1963  the 
diagnosis  of  hyperthyroidism  secondary  to  a solitary 
hyperfunctioning  nodule  of  the  thyroid  gland  was 
definitely  established.  The  thyroid  function  studies 
done  on  this  occasion  revealed  a BMR  of  +11%.  a 
total  serum  cholesterol  of  176  mgm.%,  a protein 
bound  iodine  of  10  megm.  %,  and  a 24  hr.  1-131 
uptake  of  44%.  The  photomotogram  was  quite 
diagnostic  with  a reflex  velocity  of  230  msec.  Be- 
cause of  mechanical  difficulties  with  the  automat- 
ic thyroid  scanner  at  the  Puerto  Rico  Nuclear 
Center,  we  were  unable  to  obtain  post  - TSH  and 
post  - T - 3 scintigrams.  Because  of  the  patient’s 
poor  condition  and  the  presence  of  thyrotoxic 
heart  disease  we  started  treatment  with  Tapazole 
in  a dose  of  40  mgm.  daily.  On  this  regime  she 
improved  remarkably.  Operative  removal  of  the 
nodule  was  contemplated  once  euthyroidism  was 
achieved. 

Upon  discharge  from  the  hospital  the  patient 
was  instructed  to  report  to  the  Endocrine  Clinic 
where  arrangements  were  to  be  made  for  scinti- 
graphic studies  after  TSH  and  triiodothyronine 
administration.  The  patient  did  not  return  to  the 
Clinic  and  was  next  seen  m Prenatal  Clinic  on 
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Fig  4, -A)  . Thyroid  radioiodine  scintigram  in  a 
26  year  old  female  with  a hyperfunctioning  soli- 
tary nodule  with  euthyroidism.  B)  Illustrates  the 
ability  of  tbe  suppressed  thyroid  tissue  to  respond 
to  TSH  stimulation. 


August  1964  in  her  seventh  month  of  pregnancy. 
She  gave  a history  of  having  continued  using  Tapa- 
zole in  a dose  of  10  mgm.  three  times  daily.  The 
pregnant  state  was  complicated  by  mild  pre- 
eclampsia and  she  was  admitted  to  the  Maternity 
Ward  on  October  30,  1964  where  she  delivered  a 
normal  baby  girl  after  a 38  weeks  gestation.  She 
was  seen  again  at  the  Endocrine  Clinic  on  Decern- 
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ber  8,  1964.  Clinical  evaluation  on  that  day  reveal- 
ed a state  of  euthyroidism  with  the  thyroid  nodule 
unchanged  in  size  and  shape.  Arrangements  were 
made  for  removal  of  the  nodule  in  the  Surgical 
Service  but  the  patient  failed  to  report  to  the 
ward  on  the  day  of  appointment.  We  have  not 
been  able  to  contact  her  up  till  the  present. 

In  figure  4 we  illustrate  the  pre  and  post  TSH 
scintigrams  in  a patient  with  a hyperfunctioning 
solitary  nodule  with  euthyroidism.  The  depressed 
thyroid  tissue  is  responsive  to  TSH  stimulation. 

Discussion 

Cope’s  ( 1 ) original  contribution  has  been 
very  well  confirmed  by  subsequent  investi- 
gators. Dobyns  and  Lennon  (3)  in  1948  des- 
cribed adenomas,  with  and  without  clinical 
hyperthyroidism,  which  function  in  excess  of 
the  remaining  thyroid  tissue,  and  which,  de- 
pending upon  the  amount  of  hormone  pro- 
duced by  them,  may  lead  to  suppression  of 
function  of  the  remaining  thyroid  nodule 
Curling  et  al  (4)  in  1959  described  the  ap- 
pearance of  an  autonomous  thyroid  nodule 
in  two  patients  after  complete  hypophysec- 
tomy;  one  of  these  adenomas  induced  thy- 
rotoxicosis. Greer  and  Astwood  (5)  in  1953 
and  Astwood  et  al  (6)  in  1960  found  that 
the  prolonged  administration  of  thyroid 
extract  led  to  the  dissapearance  of  thyroid 
nodules  and  simple  goiter  in  two  thirds  of 
the  cases  treated.  These  investigators  did  not 
attempt  to  classify  the  type  of  nodule  as  to 
its  state  of  function. 

Dobyns  (3)  suggested  that  all  hyperfunc- 
tioning or  “hot”  nodules  are  potential  sour- 
ces of  hyperthyroidism  and  as  such  should 
be  removed.  Roualle  (2)  concluded  that  re 
moval  of  the  nodule  alone  would  suffice 
when  dealing  with  the  true  toxic  adenoma 
provided  the  uninvolved  tissue  was  relatively 
inactive.  On  the  other  hand,  Werner  (7)  as- 
sumes that  a toxic  adenoma  is  not  a localized 


disease  but  the  initial  manifestation  of  a ge- 
neralized thyroid  disorded.  He  states  that 
removal  of  such  a nodule  is  usually  followed 
by  recurrence  of  the  disease.  There  is  no  valid 
reason  for  this  statement  as  there  does  not 
exist  an  adequate  series  of  patients  treated  by 
excision  of  the  toxic  adenoma  in  order  to 
determine  wdiether  recurrence  will  ensue  (8) . 
Similarly  information  is  lacking  as  to  whether 
untreated  “hot”  non-toxic  nodules  will  ev- 
entually become  toxic. 

Sheline  and  McCormack  (8)  have  stu- 
died the  thyroidal  uptake  and  1-131  distri- 
bution in  15  patients  w'ith  solitary  hyper- 
functioning nodules;  9 of  the  patients  were 
euthyroid,  5 were  thyrotoxic,  and  1 was  in 
a borderline  state  between  euthyroidism  and 
thyrotoxicosis.  In  each  of  the  patients  studied 
after  administration  of  thyroid  stimulating 
hormone  and  triiodothyronine,  regardless  of 
the  thyroid  function  status,  no  nodule  was 
suppressed  by  triiodothyronine  but  the  non- 
functioning thyroid  tissue  was  always  respon- 
sive to  TSH.  These  investigators  assumed 
that  these  findings  indicate  that  the  nodules 
elaborate  a hormone  which  directly  or  indi- 
rectly suppresses  the  remainder  of  the  thyroid 
gland,  and  that  the  nodules  are  autonomous 
since  they  were  suppressed  neither  by  their 
own  hormone  or  by  exogenous  triiodothyro- 
nine. 

The  various  observations  which  have  been 
already  quoted  can  be  explained  by  the  as- 
sumption that  there  are  different  types  of 
functional  nodules,  namely,  those  dependent 
upon  a continued  supply  of  TSH  and  indi- 
rectly suppressible  by  thyroid  hormone,  and 
those  relatively  autonomous  and  less  influen- 
ced by  blood  levels  of  TSH.  If  this  expla- 
nation be  correct,  it  would  be  of  extreme 
importance  to  identify  in  each  case  the  type 
of  nodule  present  as,  logically,  the  dependent 
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cupy  most  of  the  right  lobe  of  the  thyroid 
with  only  a thin  rim  of  normal  compressed 
thyroid  tissue  surrounding  the  capsule.  The 
left  lobe  was  found  to  be  very  small  in  size. 
The  pathological  diagnosis  was  follicular  ade- 
noma of  the  thyroid  gland.  The  interesting 
finding  in  this  case  is  the  fact  that  perma- 
nent supression  of  contralateral  thyroid  tis- 
sue was  produced  by  the  highly  active  ade- 
noma as  exemplified  by  the  presence  of  mod- 
erately severe  hypothyroidi.sm  seven  months 
after  the  operation.  The  presence  of  perma- 
nent partial  supression  of  the  left  lobe  was 
confirmed  further  by  the  inability  of  the 
thyroid  tissue  to  respond  to  TSH  stimula- 
tion. As  far  as  we  know,  this  is  the  first  case 
reported  in  the  medical  literature  of  this 
unusual  ocurrence.  One  might  speculate  that 
the  production  of  permanent  hypothyroidism 
could  be  explained  by  the  fact  that  the  dis- 
ease had  been  present  and  untreated  for  a 
period  of  six  years. 

The  second  case  illustrates  the  presence 
of  thyrotoxic  heart  disease  as  a complication 
of  a solitary  toxic  adenoma  of  the  thyroid. 
After  the  disease  had  been  controlled  by 
antithyroid  medication  the  patient  under- 
went a successful  pregnancy  and  delivery,  in 
spite  of  a mild  preeclampsia  state.  We  hope 
to  be  able  to  report  about  this  case  in  the 
near  future,  specially  in  relation  to  the  su- 
pressive  and  stimulative  scintigrams  and  the 
nodule  should  be  treated  with  thyroid  ex- 
tract while  the  autonomous  ones  should  be 
excised  or  destroyed. 

Summary 

In  this  communication  we  have  described 
the  clinical  and  laboratory  findings  in  twc 
cases  of  toxic  solitary  nodule  which  we  have 
observed*.  In  the  first  case  the  nodule  was 
removed  at  operation  and  was  found  to  oc- 


pathological  findings  after  surgical  removal 
of  the  nodule. 

The  problem  of  the  physiological  signi- 
ficance, the  diagnosis  and  the  treatment  of 
the  solitary  toxic  nodule  has  been  discussed 
from  the  standpoint  of  the  clinical  investi- 
gators who  are  interested  in  this  problem. 
We  believe  that  the  continued  study  and 
follow-up  of  cases  such  as  these  will  augment 
considerably  our  knowledge  of  the  patho- 
physiological mechanisms  concerned  with  the 
development  of  hyperthyroidism. 

Resumen 

En  esta  comunicación  hemos  descrito  los 
hallazgos  radiográficos  y clínicos  en  dos  ca- 
sos de  adenoma  tóxico  solitario  de  la  glán- 
dula tiroides.  En  el  primer  caso  observamos 
supresión  parcial  permanente  del  tejido  ti- 
roideo controlateral  siete  meses  después  de  la 
extirpación  del  nódulo  tóxico.  Esto  se  con- 
firmó por  la  presencia  de  un  hipotiroidismo 
de  moderada  severidad  y por  la  inabilidad  j 
del  tejido  tiroideo  a responder  a la  tirotro- 
pina.  No  hemos  encontrado  otro  caso  de  es- 
ta naturaleza  en  nuestra  revisión  de  la  lite- 
ratura médica. 

El  segundo  ceso  nos  demuestra  la  pre- 
sencia de  la  enfermedad  tirotóxica  del  cora- 
zón como  complicación  del  adenoma  tóxico 
solitario  del  tiroides  en  una  mujer  de  20  años 
de  edad.  Cuando  la  enfermedad  fué  contro- 
lada con  drogas  antitiroideas  la  paciente  to- 
leró sin  problema  alguno  el  “stress”  de  un 
embarazo  uterino.  Después  del  parto  obser- 
vamos una  remisión  espontánea  de  la  enfer- 
medad sin  que  ocurriera  cambio  alguno  en 
el  tamaño  del  nódulo.  Esperamos  poder  in- 
formar sobre  los  resultados  finales  en  este- 
caso  en  un  futuro  no  muy  lejano. 

Hemos  discutido  el  problema  del  nódulo 
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tóxico  solitario  del  tiroides  desde  el  punto 
de  vista  de  algunos  de  los  investigadores  clí- 
nicos interesados  en  este  problema.  Creemos 
que  el  estudio  de  casos  como  estos  contribui- 
rá a aumentar  considerablemente  nuestros 
conocimientos  de  los  mecanismos  fisiopato- 
lógicos  envueltos  en  el  desarrollo  del  hiper- 
tiroidismo. 
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In  1892,  Mikulicz  described  a patient 
with  bilateral  lacrimal  and  salivary  gland 
enlargement  of  a benign  nature  ( 1 ) . Throug- 
out  the  years  it  has  been  noticed  that  this 
glandular  enlargement  may  be  the  result  of 
specific  diseases  such  as  tuberculosis,  sarcoi- 
dosis, malignant  lynphomas,  and  leukemia. 
To  these,  the  term  Mikulicz  Syndrome,  is  ap- 
plied, reserving  the  term  Mikulicz  Disease 
for  the  original  benign  idiopathic  forms  of 
glandular  enlargement. 

In  1933,  Henrik  Sjogren,  an  ophtalmo- 
logist,  described  several  patients  with  kera- 
toconjunctivitis sicca,  xerostomia,  and  po- 
lyarthritis in  menopausal  women  (2).  He 
commented  on  the  possible  systemic  nature 
of  the  disease.  It  has  been  noticed  that  ke- 
ratoconjunctivitis sicca  may  be  associated 
with  dryness  and  atrophy  of  the  vaginal  mu- 
cosa, Plummer-Vinsom  syndrome,  alopecia, 
and  skin  changes  consisting  of  dryness,  te- 
langiectasia, pigmentation,  and  sclerosis  (3). 

In  1954,  Morgan,  (4,5)  after  reviewing 
the  microscopic  pathology  of  Mikulicz  Dis- 
ease at  the  Massachusetts  General  Hospital, 
and  Sjogren’s  original  cases,  concluded  that 
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both  diseases  are  probably  the  same  entity, 
one  representing  a less  highly  developed  va- 
riant of  the  other. 

Aiming  at  avoiding  confusion  in  esta- 
blishing a diagnosis  of  Sjogrens  Syndrome, 
Vancelow  et  al  (6),  outlined  the  following 
diagnostic  criteria;  — 

I — Major  Criteria 

1 . Objective  evidence  of  rheumatoid 
arthritis 

2.  History  of  salivary  gland  swelling 

3.  Objective  or  subjective  evidence  of 
dryness  of  the  mouth. 

4.  History  of  dryness  of  the  eyes,  or 
recurrent  foreign  body  sensation 
and  burning  of  the  eyes. 

For  a definite  diagnosis  of  Sjogren’s  Syn- 
drome the  three  major  criteria  should  be 
present.  Patients  showing  only  two  of  the 
major  criteria  are  classified  as  probable  cases, 
while  those  showing  only  one,  plus  one  minor 
criteria  are  classified  as  possible  cases. 

It  is  well  established  that  the  syndrome 
frequently  presents  in  patients  with  multiple 
systemic  involvement.  Whether  it  represents 
one  of  the  already  established  connective  tis- 
sue disorders  such  as  systemic  lupus  erythe- 
matosus or  is  a variant  of  rheumatoid  arthri- 
tis is  still  controversial. 

It  is  the  purpose  of  this  paper  to  present 
five  cases  of  Sjogren’s  Sydrome  and  to  dis- 
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cuss  our  present  concepts  of  the  disease. 

One  of  the  patients  presented  originally 
with  the  clinical  picture  of  obstructive  jaun- 
dice, and  at  laparatomy,  suspecting  pan- 
creatic carcinoma,  an  enlarged  firm  pancreas 
was  detected.  Microscopically,  it  showed  the 
picture  of  chronic  pancreatitis.  Two  of  the 
remaining  patients  are  rather  young  females 
and  in  another,  the  picture  of  rheumatoid 
arthritis  developed  after  forty  years  of  eye 
symptoms. 

Case  Reports 

Case  I.  C.R.G.  (S.J.C.H.  No.  60272) 

The  patient  is  a 53  years  old  white  male  ad- 
mitted for  the  5th  time  to  the  S.J.C.H.  in  Septem- 
ber 24,  1962  with  the  chief  complaint  of  bilateral 
parotid  and  submaxillary  enlargements.  The  first 
admission  to  this  hospital  was  in  1952  because  of 
an  automobile  accident  and  trauma  to  the  right 
eye  which  left  him  with  an  irregular  and  fixed 
right  pupil.  The  second  admission  was  in  1954 
for  repair  of  a right  inquinal  hernia.  The  third 
admission  was  in  February  2,  1961  because  of 
jaundice,  choluria  and  acholic  stools.  These  was 
preceded  by  chronic  epigastric  pains  accompanied 
by  nausea  and  vomiting.  He  improved  and  was 
discharged. 

In  June  1961  an  exploratory  laparatomy  was 
performed  because  of  recurrent  obstructive  jaun- 
dice. A diagnosis  of  chronic  panchkreatitis  was  esta- 
blished. (Fig.  1) 


Fig.  1.  Pancreas,  low  power  view.  Case  1.  There 
is  marked  lymphocytic  infiltration  and  fibrosis 
with  disruption  of  the  normal  architecture.  A well 
preserved  island  of  Langerhans  is  seen. 


In  April  1962  he  noticed  for  the  first  time, 
enlargement  of  the  salivary  glands,  associated  with 
dryness  of  the  mouth. 

In  August  1964,  one  month  prior  to  admission, 
he  developed  arthralgias  of  the  small  joints  of 
the  hands  and  arthritis  of  the  wrists.  He  has  had 
recurrent,  intermittent,  moderate  to  severe  epiga- 
stric pain  radiating  straight  through  to  his  back 
and  to  the  left  upper  quadrant,  associated  with 
nausea  and  vomiting.  This  was  the  same  type  of 
abdominal  pain  that  has  been  bothering  him  since 
early  1960.  He  denied  diarrhea,  melena  or  hema- 
temesis.  Previous  upper  gastrointestinal  series,  chest 
X-Rays  and  flat  plates  of  the  abdomen  had  been 
negative. 

The  only  other  relevant  history  was  that  of 
dryness  of  the  nose  and  chronic  sinusitis  of  five 
years  duration. 

Physical  examination  revealed  a middle  aged 
white  male  in  no  acute  distress.  B.P.  130/90,  Pulse 
100/ min.  The  eyes  showed  bilateral  slight  lacrymal 
gland  enlargement.  The  right  pupil  was  irregular 
and  unresponsive  to  light  and  the  lens  was  opaque. 
Fundoscopic  examination  was  normal.  The  parotid 
and  submaxillary  glands  were  bilaterally  enlarged. 
They  were  not  tender  and  of  a stony  hard  consis- 
tency. The  mouth  presented  numerous  dental 
caries.  There  was  no  lymphadenopathy  present. 
The  lungs  were  clear  and  the  heart  was  unre- 
markable. The  abdomen  was  soft  and  no  organs 
were  palpable.  A midline  supraumbilical  surgical 
scar  was  observed.  There  was  no  pigmentation  of 
the  skin  and  the  neurological  examination  was 
negative. 

The  laboratory  findings  revealed  a hemoglobin 
of  13.7  Gms.  % WBC  of  7,350  with  54S,  37L,  IM. 
and  7 EOS.  Urinalysis  was  normal  stools  for  ova 
and  parasites  showed  eggs  of  Ascaris.  The  ery- 
throcyte sedimentation  rate  was  35mm /hr.  The 
serologic  test  for  syphilis  and  L.  E.  cell  preparation 
were  negative.  There  were  no  antithyroid  anti- 
bodies present.  The  latex  fixation  test  for  rheuma- 
toid arthritis  was  negative.  A Sia  test  for  macro- 
globulins and  a Coombs  test  were  negative.  The 
serum  electrophoresis  showed  a high  peaked  in- 
crease in  gamma  globulin  to  51%  and  a lowering 
of  the  albumin  fraction  to  24%.  The  scrum  Ca 
and  P were  within  normal  limits  and  the  alkaline 
phosphatase  was  elevated  to  16.6  Bodansky  units. 
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The  total  serum  bilirubin  was  normal  with  a 
normal  partition.  .■\n  abnormal  diabetic  type  of 
(ilucose  Tolerance  test  was  obtained.  Stools  for 
Sudan  III  were  negative.  The  cholesterol  was  181 
mg%.  The  Xylose  and  \’itamin  A absorption  test 
failed  to  show  any  evidence  of  impaired  absortion. 
Chest  and  Bone  X-Rays  were  negative. 

.\  submaxillary  gland  biopsy  was  performed 
showing  marked  infiltration  with  lymphocytes  which 
in  some  areas  formed  follicles.  There  was  preser- 
vation of  the  lobular  architecture  despite  marked 
fibrosis  and  atrophy  of  the  glandular  epithelium. 
No  myoepithelial  islands  were  seen.  (Fig.  2) 


Fig.  2.  Submaxillary  gland,  low,  power  view. 
Case  1.  Marked  infiltration  with  lymphocytes  and 
fibrosis  and  atrophy  of  the  glandular  epithelium. 


The  patient  was  discharged  on  no  specific 
treatment.  Salivary  gland  enlargement  gradually 
diminished.  Epigastric  pain  persisted  and  because 
anorexia  and  weight  loss  pancratin  was  started. 

In  December  1962  the  bilirubin  was  normal  and 
an  U.G.I.  series  was  reported  as  negative. 

In  October  1963  a Schirmer  test  was  positive 
but  slit  lamp  examination  failed  to  show  filamen- 
tary keratitis,  serum  bilirubin  and  alkaline  phos- 
phatase were  normal. 

At  present  the  patient’s  weight  is  stable.  There 
is  no  evidence  of  salivary  gland  enlargement  and 
he  denies  any  ocular  symptoms  other  than  poor 
vision.  His  only  complaints  are  occasional  epiga- 
stric pains  and  nasal  stuffiness. 

Case  2.  A.C.S.  (S.J^.H.  No.  63  - 7839) 

The  patient  is  a 27  years  old  white  female  seen 
for  the  first  time  at  the  S.J.C.H.  Arthritis  Clinic 
in  January  13,  1964.  She  was  referred  from  the 
Ophtalmology  Outpatient  Clinic  where  she  had 


been  followed  since  June  18,  1963.  She  had  been 
asymptomatic  and  enjoyed  good  health  up  until 
December  1962  when  she  developed  morning  stiff- 
ness and  arthralgias  of  the  small  hand  joints.  In 
January  1963  she  became  pregnant  without  any 
effect  in  her  joint  symptoms.  In  February  1963  she 
noticed  dryness  and  a foreign  body  sensation  in 
her  eyes.  She  was  treated  with  eye  drops  by  a 
physician  with  improvement.  In  March  1963  she 
developed  fever  of  102. F and  bilateral  parotid 
swelling.  Parotid  enlargement  persisted  with  remi- 
ssions and  exacerbations,  although  she  never  ex- 
perienced a total  remission.  Fever  of  102'^F  — 
103'?F  has  recurred  about  six  times  to  the  present, 
concomittantly  with  bilateral  parotid  swelling.  At 
present  she  complains  of  parotid  enlargement,  pho- 
tophobia, grittery  sensation  in  her  eyes  and  morn- 
ing stiffness  of  her  hands.  There  is  no  dryness  of 
the  mouth,  throat  or  vaginal  mucosa.  Her  past 
medical  history  and  family  history  is  unremarka- 
ble. 

Physical  examination  revealed  a well  developed 
27  years  old  white  female,  blinking  her  eyelids 
constantly  and  complaining  of  marked  photopho-  | 
bia.  The  eyes  were  dry,  but  no  corneal  ulcerations 
were  seen.  The  conjunctiva  were  injected,  and 
the  funduscopic  examination  was  normal.  The  la- 
crymal  glands  were  not  enlarged.  The  mouth  was 
dry  and  there  were  a few  dental  caries.  The  parotid 
glands  were  visible  and  palpably  enlarged  bi- 
laterally. 

The  submaxillary  glands  were  of  normal  size. 
There  was  no  lymphadenopathy  present.  The  heart 
and  lungs  were  normal  and  neither  spleen  nor 
liver  were  palpable.  There  was  no  evidence  of 
active  joint  involment. 

A Schirmer  test  showed  complete  absence  of 
tears  and  slit  lamp  examination  confirmed  the 
presence  of  bilateral  filamentary  keratitis. 

Laboratory  Studies  revealed  a HB  of  12.7  Gms.% 
and  a WBC  of  7,350/mm3  with  a differential 
count  of  55S,  38L,  7 EOS.  An  L.E.  cell  preparation  i 
was  negative  and  a Latex  test  for  rheumatoid  I 
arthritis  was  weakly  reactive.  The  sedimentation 
rate  was  12mm/hr  and  the  Coombs  test  (direct) 
was  negative.  The  serum  amylase  was  54.1  units  | 
and  the  serum  lipase  was  0.95  units.  Urinalysis 
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was  normal.  Serum  electrophoretic  pattern  showed 
a hypergammaglobulinemia  of  27.9%.  Antithyroid 
and  antinuclear  antibody  tests  were  negative. 

The  patient  is  at  present  being  treated  with 
hydroxychloroquine  with  subjective  improvement 
of  joint  pains  but  without  any  evidence  of  im- 
provement of  her  eye  symptoms. 

Case  3.  M.N.R.  (S.J.C.H.  No.  62  - 146945) 

The  patient  is  a 22  years  old  white  female 
admitted  to  the  S.J.C.H.  in  September  25,  1962 
with  the  chief  complaint  of  joint  pains  and  loss 
of  weight  of  three  years  duration.  She  stated  that 
as  a child  she  suffered  of  “Epilepsy.” 

Three  years  prior  to  admission,  shortly  after 
delivery,  she  developed  polyarthritis  and  had  an 
episode  of  unconciousness  but  had  no  seizures. 
The  arthritis  was  progressive  and  accompanied  by 
low  grade  fever  and  weight  loss  of  about  25 
pounds.  For  six  month  prior  to  admission  she 
noticed  dryness  of  the  mouth  and  eyes,  diffuculty 
in  swallowing  solid  foods  and  some  diarrhea.  Dur- 
ing this  time  she  saw  several  physicians  with  only 
temporary  improvement.  The  past  history  was 
otherwise  irrelevant.  Her  grandfather  suffered  of 
arthritis  for  many  years. 

On  physical  examination  the  patient  appeared 
chronically  ill.  Her  B.  P.  was  118/80,  Pulse,  90/min. 
and  temperature  999F  There  was  a discrete  gen- 
eralized lymphadenopathy.  The  conjunctiva  was 
dry,  but  there  were  no  corneal  ulcers  observed. 
Fundoscopic  examination  was  normal.  There  was 
dryness  of  the  oral  and  pharyngeal  mucus  memb- 
ranes. The  submaxillary  glands  were  also  palpably 
enlarged.  The  lungs  were  clear  and  the  car- 
diovascular system  was  normal.  The  liver  was 
palpable  about  one  centimeter  below  the  right 
costal  margin,  and  the  tip  of  the  spleen  was  also 
felt.  There  were  no  abnormal  masses.  There  were 
subcutaneous  nodules  present  on  the  extensor  sur- 
face of  the  forearms  near  the  elbows,  and  an 
active  synovitis  in  the  elbows,  wrists,  some  of  the 
metacarpophalangeal  and  proximal  interphalangial 
joints  with  some  atrophy  of  the  interosseii  mus- 
cles. The  same  findings  were  noted  in  the  lower 
I extremities. 

The  laboratory  studies  revealed  a mild  hy- 
pochromic anemia  of  11.7  Gms.%  with  4,150,000 
RBC’s.  The  WBC  count  was  5,650/mm3.  The  dif- 


ferential count  was  62S,  32L  and  6 EOS.  The 
platelet  count  was  259,000/mm3.  Urinalysis  was 
normal.  The  erythrocyte  sedimentation  rate  was 
44mm/ hr.  The  latex  fixation  test  for  Rheumatoid 
Arthritis  was  positive  and  the  serologic  test  for 
syphillis  was  negative.  The  total  serum  proteins 
were  6.4  Gms.  albumin  3.4  Gms.  and  globulins  3.4. 
Gms.  and  globulins  3.Gms.  The  serum  protein 
electrophoresis  revealed  hypergammaglobulinemia 
of  34.1%  and  low  albumin  of  37.9%.  The  thymol 
turbidity  was  3.4  units  and  the  cephalin  floc- 
culation test  was  +2  at  48  hrs.  The  direct  Coombs 
test  was  negative.  The  BUN  was  9.5  mg%  and 
the  serum  uric  acid  was  3.5  mg%.  X-Rays  of  the 
skull,  esophagus,  chest,  bones  and  joints  and  up- 
per gastrointestinal  trac  were  negative.  An  in- 
travenous pyelogram  showed  a slightly  smaller 
right  kidney  than  its  counterpart,  but  with  ex- 
cellent bilateral  excretion  and  anatomy.  A Schir- 
mer  test  was  positive  and  after  fluorescein,  evid- 
ence of  irregular  band-like  keratitis  was  demons- 
trated in  both  cornea. 

The  patient  was  started  on  chloroquine  250mg. 
daily,  Vit.  A 100,000  units  t.i.d.  and  application 
of  local  ophthalmic  hydrocortisone  ointment.  She 
was  discharged  from  the  hospital  and  followed 
at  the  outpatient  clinic. 

In  February  1963  she  became  pregnant  and 
antimalarials  were  discontinued.  At  that  time  her 
arthritis  was  in  remission.  Gradually  reactivation 
ensued  and  corticosteroids  were  started  on  June 
2,  1963.  Numerous  L.E.  cell  preparations  were 
negative.  The  patient  delivered  spontaneusly  on 
October  2,  1963.  In  January  10,  1964  while  being 
on  small  doses  of  steroids  she  again  had  arthralgias. 
Vasculospastic  changes  in  the  hands  were  observed 
for  the  first  time. 

At  present  the  patient  is  being  treated  with 
small  doses  of  corticosteroids.  Her  eyes  and  mouth 
symptoms  are  very  minimal  and  she  continues  with 
periodic  mild  remissions  and  exacerbations  of 
active  joint  involvement. 

Case  4.  F.P.N.  (S.J.C.H..  No.  56-  20627) 

A 44  years  old  negro  female  was  first  seen  at 
S.J.C.H.  in  September  10,  1957  at  the  Ophtalmology 
Department  because  of  poor  vision.  An  error  of 
refraction  was  found.  A short  note  in  the  record 
states  "chronic  conjunctivitis”.  Two  months  prior 
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to  this  visit  to  tlic  opiitalmologist  she  liad  noticed 
an  enlargement  of  the  right  parotid  gland.  1 he 
mass  was  painless  and  she  claimed  that  by  ex- 
ternal pressure  she  was  able  to  produce  saliva. 
There  is  no  record  or  history  of  any  complaint 
suggesting  dryness  of  the  mouth,  nose  or  eyes. 
The  right  parotid  sweling  persisted  with  remissions 
and  exacerbations  particularly  after  meals  up 
until  December  of  1958  when  a right  parotidectomy 
was  performed.  X-Rays  of  the  mandible  prior  to 
surgery  was  reported  as  “multiple  small  calcifica- 
tions at  the  parotid  regions.”  On  microscopic 
examination  the  biopsy  revealed  marked  replace- 
ment of  acinar  tissue  by  adult  lymphocytes  and 
formation  of  “epithelial  and  myoepithelial  islands” 
Fig.  3.  Post  operatively  the  patient  developed 
right  peripheral  facial  palsy  recovering  completely 


in  two  months. 


Fig.  3.  Parotid  gland,  high  power  view.  Case  4. 
Replacement  of  acinar  tissue  with  mature  lympho- 
cytes and  formation  of  epithelial  and  myoepithe- 
lial islands. 

One  year  later  she  developed  swelling  of  the 
left  parotid  area  and  dryness  of  the  mouth  and 
throat.  This  symptom  persisted  since  then  with 
subjective  improvement  at  times.  The  sensation 
of  dryness  of  the  mouth  is  particularly  prominent 
upon  mastication.  She  also  complains  of  dryness 
of  the  right  eye. 

Since  1963  she  has  developed  hot  swollen  ankles 
and  lately  has  hot,  swollen,  metacarpophalangeal, 
shoulder,  and  knee  joints  with  limitation  of  motion. 

Her  family  history  revealed  that  her  father 
had  “arthritis”  and  her  sister  has  rheumatoid  arth- 
ritis. 


On  physical  examination;  the  patient  was  a 
middle  aged  looking  female  with  a very  sliglit  de- 
pression, of  the  right  parotid  area  wliere  surgical 
parotid  biopsy  was  performed.  The  B.P.  was 
110/70  and  the  pulse  was  70/min.  The  eyes  were 
unremarkable  and  the  conjunctiva  was  not  parti- 
cularly injected.  There  was  no  residual  facial  palsy. 
The  left  parotid  gland  was  enlarged  and  firm  to 
palpation.  The  mouth  was  not  dry  and  all  teeth 
were  missing.  Examination  of  the  neck,  lungs  and 
heart  were  within  normal  limits.  The  liver  was 
soft,  not  nodular  with  a sharp  edge  about  5 cm 
below  the  right  costal  margin  on  deep  inspiration. 
The  tip  of  the  spleen  was  easily  felt.  There  was 
slight  tenderness  and  swelling  of  the  metacarpo- 
phalangeal joints.  There  was  moderate  limitation 
motion  of  the  right  shoulder  without  apparent 
inflamation.  The  neurological  examination  was 
normal  and  the  skin  was  unremarkable. 

The  laboratory  findings  revealed  a hemoglobin 
of  12.6mg%,  WBC  of  4.450  with  45S,  54L  and  1 
monocyte.  The  urinalysis  showed  an  acid  reac- 
tion, a specific  gravity  of  1.014,  negative  for  al- 
bumin and  sugar  and  8-14  WBC/HPF.  The  L.E. 
cell  preparation  was  negative  and  the  sedimenta- 
tion rate  was  40mm/hr.  The  Latex  fixation  test 
for  rheumatoid  arthritis  was  reactive  and  the  sero- 
logic test  for  syphillis  was  negative.  A platelet 
count  was  224,000/mm3  and  the  serum  electro- 
phoresis showed  hypergammaglobulinemia  of 
29.4% 

The  patient  is  at  present  receiving  salycilatcs. 
A.  Schirmer  test  was  normal  and  slit  lamp  examina- 
tion performed  failed  to  reveal  any  evidence  of 
filamentary  keratitis. 

Case  5.H.P.S.  (P.P.  Off.  Rec.  No.  589) 

The  patient  is  a 62  years  old  white  female, 
first  seen  in  March  1959  because  of  recurrent  sore 
throat  since  she  returned  from  an  European  tour 
three  months  previously.  Past  history  revealed  that 
she  had  the  usual  childhood  diseases,  a T &:  A 
many  years  ago,  a subtotal  hysterectomy  15  years 
earlier,  and  a cholecyctectomy  15  years  ago.  Several 
years  previously  she  had  an  acute  back  syndrome. 
Besides,  she  suffered  of  a chronic  conjunctivitis 
for  over  forty  years,  in  the  left  eye  probably  since 
early  childhood.  She  also  had  dyspeptic  symptoms 
since  her  gall  bladder  was  removed. 
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The  only  data  of  importance  in  her  family 
history  was  that  she  had  a diabetic  aunt,  and  that 
her  father  died  of  a cerebro-vascular  accident. 

On  physical  examination  the  vital  signs  were 
normal  and  except  for  some  redness  of  the  posterior 
pharynx  the  remainder  of  the  examination  was 
negative. 

The  patient  was  not  seen  again  until  March, 
1964,  five  years  later,  when  she  developed  an 
acute  polyarthritis  involving  first  the  shoulders, 
and  subsequently  the  wrists,  small  joints  of  the 
hands,  and  knees  in  a symmetrical  fashion.  At 
that  time  she  was  hospitalized  at  the  Presbyterian 
Hospital,  and  laboratory  studies  revealed  a negative 
urinalysis  and  a normal  C.B.C.  The  serum  albu- 
min was  3.7  Gms.%  and  the  globulins  3.2  Gms%. 
A serum  protein  electrophoresis  showed  a marked 
elevation  of  the  gamma  globulin.  A latex  fixation 
test  for  rheumatoid  arthritis  was  positive,  an  L.E. 
cell  preparation  was  negative,  as  well  as  an 
antinuclear  antibody  test. , The  sedimentation  rate 
was  44  mm.  in  one  hour.  Blood  sugar  and  serum 
amylase  were  normal. 

The  patient  was  seen  in  consultation  by  an 
ophthalmologist  who  detected  the  presence  of  a 
keratoconjunctivitis  and  almost  complete  absence 
of  tears  by  the  Schirmer  test. 

A diagnosis  of  Sjogrens  Syndrome  was  establish- 
ed. The  patient  was  treated  with  small  doses  of 
corticosteroids  and  antimalarials  with  rapid  im- 
provement, and  apparently  went  into  a remission. 

In  August  1964  she  noticed  the  appearance  of 
a small  nodule  in  the  abdominal  wall.  An  exicion 
biopsy  revealed  a non  specific  chronic  paniculitis. 

By  January,  1965,  she  started  to  develop  flat- 
ulence, epigastric  distress,  and  ocassional  bouts  of 
diarrhea.  Because  of  increasing  symptomatology  she 
was  hospitalized  in  March,  1965.  Studies  at  the 
time  revealed  a sedimentation  rate  of  40  mm  in 
one  hour,  a normal  CBC  and  urinalysis,  and  ne- 
gative chest  X-Ray,  upper  gastro  intestinal  series, 
small  bowel  series,  and  barium  enema  studies.  A 
Xylose  absorption  test  showed  only  0.9  Gms.  ex- 
creted in  5 hours  after  a 5 Gms.  dose.  She  was 
treated  with  a Gluten  free  diet,  V^it.  B 12,  and 
Folic  Acid  without  improvement. 

The  patient  became  very  apperhensive  about 
her  gastrointestinal  symptomatology  and  progres- 
sive weight  loss  of  20  pounds.  She  was  referred  to 


Dr.  Charles  L.  Short  at  the  Massachusetts  General 
Hospital  for  further  investigation.  Further  studies 
there  revealed  dryness  of  the  mouth  with  cheilosis, 
and  of  the  nose,  and  diminished  wax  formation 
in  the  ears.  The  tongue  was  somewhat  smooth. 
Examination  of  the  eyes  showed  evidence  of 
filamentous  keratitis  in  both,  and  advanced  “fur- 
row” dystrophy  of  the  left  cornea.  The  Schirmer 
test  again  revealed  marked  decrease  in  tear  forma- 
tion. Examination  of  the  joints  showed  very 
slight  swelling  and  pain  on  motion  of  the  wrists, 
and  slight  swelling  of  the  proximal  interphalangeal 
joints,  with  some  impairment  of  grip  strength. 

Laboratory  tests  showed  her  urine  to  be  entirely 
normal.  Hemoglibin  was  11.3  Gm.  and  white  count 
7,250,  with  89%  Polys.  Red  cells  and  platelets  ap- 
peared essentially  normal  in  the  blood  smear. 
The  following  tests  were  found  to  be  within 
normal  limits:  fasting  blood  sugar  and  blood  sugar 
two  hours  after  breakfast,  serum  calcium,  phospho 
rus  and  alkaline  phosphatase,  serum  amylase,  serum 
cratinine,  BUN,  Van  denBergh,  SGOT,  and  BSP  test 
(less  than  1%  retention)  . Sedimentation  rate  was 
moderately  elevated,  ivith  hematocrit  34.  Eight  stools 
showed  negative  guaiac  test.  Serum  albumin  was 
3.1Gm.  and  globulin  4.6  Gm.  Serum  electrophoresis 
showed  decreased  albumin  and  beta  globulin  and 
increased  gamma  globulin.  A bentonite  gloccula- 
tion  (rheumatoid  factor)  test  was  positive  in  a 
dilution  of  1:64.  A Xylose  absorption  test  was  equi- 
vocal, with  normal  blood  level  obtained  after 
two  hours,  but  urinary  output  slightly  below  the 
expected  amount.  Urinary  calcium  excretion  was 
within  normal  limits,  137  mg.  in  24  hours.  Exami- 
nation of  a fresh  stool  specimen  showed  no  un- 
digested muscle  fibers  and  no  evidence  of  steator- 
rhea. Electrocardiogram  was  normal  except  for 
ventricular  premature  beats. 

X-Ray  of  the  chest  showed  the  lung  fields 
clear  except  for  a few  linear  streaks  of  increased 
density  at  the  right  base  and  slight  pleural  trick- 
ening  and  tenting  of  the  diaphragm  on  the  right. 
The  CT  ratio  was  13/25.  A lateral  view  of  the  skull 
was  negative  and  the  lumbosacral  spine  showed 
only  mild  decalcificátion  consistent  with  her  age. 
The  hands  showed  only  mild  loss  of  bone  density. 
An  upper  G.I.  series  with  small  bowel  fellow 
through  and  a barium  enema  were  entirely  nor- 
mal. 
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Sigmoidoscopy  showed  entirely  normal  findings. 
A jejunal  biopsy  was  done  with  a Crosby  capsule. 
.A  good  specimen  of  mucosa  was  obtained  which 
showed  quite  normal  histologic  findings. 

She  was  reasured  that  no  evidence  of  malig- 
nant disease  was  found,  and  she  is  gradually  im- 
proving of  her  symptoms. 

Discussion 

It  is  generally  believed  that  sjogren’s  syn- 
drome occurs  with  more  frequency  in  me- 
nopausal women.  More  r&cently  Vancelow 
reported  that  the  onset  usually  starts  before 
the  age  of  40  years  (6).  90%  of  the  report- 
ed cases  are  females.  Of  the  five  cases  here 
reported  only  one  is  a male.  Two  of  the 
patients  are  in  the  twenties. 

Although  the  salivary  and  ocular  symp- 
toms may  be  the  initial  manifestations  of  the 
disease,  usually  these  are  preceeded  by  ar- 
thritis for  years.  Sicca  of  the  eyes  alone  is 
rarely  the  presenting  manifestation.  In  case 
No.  5,  H.P.S.,  the  eye  symptoms  were  the 
sole  manifestation  of  the  disease  for  over 
forty  years  when  she  developed  the  typical 
picture  of  acute  rheumatoid  arthritis  and 
salivary  manifestation. 

The  ocular  manifestations  of  Sjogren’s 
Syndrome  are  characterized  by  dryness  of 
the  eyes  or  a foreign  body  sensation.  Occa- 
sionally the  patient  may  only  notice  a lack 
of  tears.  Rarely,  the  patient  may  be  una- 
ware of  any  symptoms  despite  objective  evi- 
dence of  filamentary  keratitis  by  slit  lamp 
examination,  corneal  staining  with  fluores- 
cein or  Rose  Bengal,  and  a positive  Schirmer 
test.  The  conjunctiva  may  show  sings  of  in- 
flamation.  Photophosis  may  be  a prominent 
symptoms. 

The  salivary  glands  may  swell;  occasional- 
ly, this  may  be  unilateral.  This  is  usually 
characterized  by  remissions  and  exacerba- 


tions. Dryness  of  the  mouth  is  usually  a prom- 
inent symptom.  Abnormal  sialographic  stu- 
dies have  been  described,  showing  multiple 
small  saccular  dilatations  of  the  excretory 
ducts.  The  most  common  finding,  however, 
is  failure  of  the  acinar  tissue  to  fill  with  dye, 
this  being  interpreted  to  represent  scialec- 
tasis  ( 7 ) . 

Pathologic  examination  of  the  glands 
show  these  to  be  rubbery  with  preservation 
of  the  lobular  architecture.  Microspically 
there  is  atrophy  of  the  acinar  tissue  and  re- 
placement with  adult  lymphocytes,  at  times 
with  the  formation  of  follicles.  Morgan  (4) 
(5)  believes  that  the  most  characteristic 
change  is  an  intraductal  proliferation  of  epi- 
thelial and  myopithelial  cells  resulting  in 
the  late  stages  in  obliteration  of  the  ducts 
and  the  formation  of  myoepithelial  islands. 
Fig.  3.  This  picture,  however,  is  not  always 
present,  and  its  absence  does  not  exclude 
the  diagnosis  (8) . 

Patients  with  Sjogren’s  Syndrome  may 
complain  of  dysphagia.  Esophageal  and  pha- 
ryngeal mucosal  changes  have  been  observed 
(8).  The  esophagogram  is  usually  normal, 
although  achalasia  has  been  reported  in  some 
patients  (8)  (9).  A tubular  aperystaltic  eso- 
phagus as  seen  in  scleroderma  and  in  pa- 
tients with  Raynauds  phenomena  may  be  also 
observed.  Achylia  gástrica  is  a frequent  find- 
ing (8). 

Hepatomegaly  was  present  in  25%  and 
splenomegaly  in  50%  of  the  cases  reported 
by  the  group  from  the  National  Institute  of 
Health  (10).  Felty’s  Syndrome  is  not  infre- 
quently found.  Two  of  our  patients  have 
hepatosplenomagaly. 

Pancreatitis  as  manifestation  of  this  di- 
sease complex  has  been  recently  described  in 
two  patients  by  Fenster,  et  al  (11).  The 
other  only  case  reported  in  the  literature 
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in  which  pancreatitis  presented  daring  the 
course  of  Sjogren’s  Syndrome  was  by  Card- 
well  and  Curling  in  1954  (12). 

In  case  1,  C.R.G.  this  was  probably  the 
first  manifestation  of  the  disease,  accom- 
panied by  obstructive  jaundice.  The  patho- 
logic picture  of  the  pancreas  was  very  sim- 
ilar to  that  of  the  salivary  glands.  Although 
this  may  have  been  an  incidental  unrelated 
condition,  it  is  conceivable  that  the  pan- 
creas may  be  affected  in  a similar  way  as 
the  salivary  and  mucus  secreting  glands.  In 
addition,  not  infrequently  an  abnormal  Glu- 
cose Tolerance  Test  of  the  diabetic  type  has 
been  reported  in  this  condition.  Whether  this 
abnormality  is  associated  with  pancreatic  di- 
sease it  controversial.  It  has  been  demonstrat- 
ed experimentally  that  injection  of  salivary 
gland  extracts  into  animals  is  accompanied 
by  an  insulin  like  response  (3).  It  is  doubt- 
ful that  the  failure  of  the  salivary  glands 
to  produce  this  substance  can  account  for  this 
abnormality  in  carbohydrate  metabolism; 
particularly  in  the  presence  of  an  intact  pan- 
creas. Pancreatic  exocrine  studies  using  se- 
cretin injection  were  carried  out  in  1 1 pa- 
tients not  exhibiting  clinical  evidence  of 
pancreatic  disease  by  Fenster  et  al.  . . at  N. 
I.H.  (11)  Minor  abnormalities  in  volume, 
bicarbonate  and  amylase  excretion  were  ob- 
served in  about  one  third  of  these  patients. 

The  evidence  so  far  thus  points  towards 
the  hypothesis  that  the  pancreas  with  its  si- 
milarity in  anatomo-physiology  to  the  saliv- 
ary glands  is  also  affected  in  some  cases  of 
this  syndrome. 

The  lungs  are  not  usually  involved  in  Sjog- 
ren’s Syndrome,  however,  there  are  reports 
of  pleural  thickening,  and  atelectatic  and  dif- 
fuse reticular  infiltrations  as  seen  in  other 
collagen  diseases.  Dryness  of  the  bronchial 


mucosa,  and  cough  has  also  been  described 
(3,  13). 

Aortic  insufficiency  murmus  have  been 
recently  described  by  Vancelow  (6).  Endo- 
carditis, myocarditis  and  pericarditis  may  be 
observed. 

The  only  renal  abnormality  so  far  observ- 
ed is  hyposthenuria  (14).  Renal  lymphocyt- 
ic infiltration,  similar  to  that  found  in  the 
salivary  glands  have  been  observed  in  au- 
topsy cases  (14).  This  scarcity  of  renal  ab- 
normalities speaks  against  Heaton’s  theory 
(15)  that  Sjogren’s  Syndrome  is  a manifes- 
tation of  systemic  lupus  erythematosus,  alth- 
ogh  there  are  some  reports  of  Sjogren’s  Syn- 
drome associated  with  glomerulitis. 

Although  classically  the  disease  has  been 
reported  in  patients  with  a rheumatoid  like 
arthritis,  the  articular  manifestations  may 
be  variable.  It  has  also  been  described  in  as- 
sociation with  scleroderma  (16),  systemic 
lupus  erythematosus  (15),  polyarteritis  (10), 
and  Raynauds  phenomena  (3,  17). 

Derrangement  in  the  serum  protein  elec- 
trophoretic pattern  is  frequent.  This  is  not 
specific  and  characterized  by  a diffuse  in- 
crease in  gamma  globulins  and  decrease  in 
the  albumin  fraction  (18)  (7).  These 

changes  are  usually  more  prominent  than 
in  those  patients  with  only  rheumatoid  ar- 
thritis or  systemic  lupus  erythematosus.  We 
observed  this  to  be  the  case  in  our  five  pa- 
tients. These  changes  may  be  responsible  for 
the  frequently  observed  abnormal  floccula- 
tion and  turbidity  tests. 

These  patients  have  been  shown  to  be 
immunologically  hyperreators.  Block  and 
Bunim  (18)  reported  both  antinuclear  and 
anticy  to  plasmic  antibodies  to  be  frequent. 
The  Bentonite  flocculation  and  the  sen- 
sitized sheep  cell  antibody  tests  for  rheu- 
matoid arthritis  are  very  frequently  positive 
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even  in  patients  not  exhibiting  arthritis  (18, 
19)  and  in  the  absence  of  clinical  evidence 
of  Ilashiinotos  thyroditis.  Specific  autoanti- 
bodies to  salivary  gland  tissues  have  not  been 
yet  demonstrated  (19). 

.As  in  other  connective  tissue  diseases  the 
etiology  of  Sjogren’s  Syndrome  is  not  known. 
Pathologically,  lymphocytic  infiltration  of 
the  salivary  glands  is  the  most  prominent 
finding.  In  this  respect,  it  is  similar  to  Hashi- 
motos  thyroditis,  to  which  it  has  been  asso- 
cated  at  times.  If  the  hypergammaglobuline- 
mia observ'ed  in  these  patients  is  related  etiol- 
ogically  to  the  disease  or  is  the  result  of  the 
same,  is  unknown  to  us. 

Treatment  of  this  disease  is  not  satis- 
factory. Artificial  tears  should  be  used  to  pro- 
tect the  cornea.  Corticosteroid  and  ACTH 
produce  only  symptomatic  relief  of  the  artic- 
ular manifestations.  Therefore,  we  believe 
that  these  drugs  should  be  used  only  in  se- 
lected case  and  taking  the  necesary  precau- 
tions. 

Antimalarials  have  been  reported  to  be 
beneficial  in  some  cases  (20).  They  have 
been  shown  to  induce  improvement  both  in 
the  articular  and  ophthalmologic  manifes- 
tations. High  doses,  from  400  to  800  mgrn  of 
hydroxychloroquine  are  recommended  by 
these  authors. 

Summary 

Five  cases  of  Sjogren’s  Syndrome  are  re- 
ported. The  diagnosis  was  established  fol- 
lowing criteria  suggested  by  Vancelow.  Two 
of  the  patients  were  young  females  in  their 
twenties.  In  another  patient  the  first  man- 
ifestation of  the  disease  was  keratoconjuncti- 
vitis sicca.  This  preceded  the  onset  of  rheu- 
matoid arthritis  for  over  40  years. 

The  only  male  patient  in  the  group  pre- 
sented originally  with  chronic  pancreatitis 


and  obstructive  jaundice.  The  pathologic 
changes  in  the  pancreas  were  very  similar  to 
those  subsequently  observed  in  the  salivary 
gland.  We  have  considered  the  pancreatitis 
part  of  the  disease  in  this  patient  as  the 
"pancreas  is  so  similar  in  structure  and  func- 
tion to  the  salivary  glands. 

The  clinical  and  pathologic  picture  of  this 
disease  are  discussed.  The  most  important  li- 
terature is  reviewed  in  the  light  of  the  pa- 
tients here  presented. 

Resumen 

Se  presentan  cinco  casos  representativos 
del  Síndrome  de  Sjogrens.  El  diagnóstico 
se  estableció  siguiendo  los  crit&rios  sugeri- 
dos por  Vancelow.  Dos  de  los  enfermos  son 
mujeres  jóvenes,  en  su  tercera  década  de 
vida.  En  otro  de  los  enfermos  la  primera 
manifestación  de  la  enfermedad  lo  fué  una 
keratoconjuntivitis  sicca  que  precedió  las 
manifestaciones  articulares  por  un  período 
de  más  de  40  años. 

En  el  vínico  enfermo  del  sexo  masculine 
la  manifestación  inicial  de  la  enfermedad 
lo  fué  una  pancreatitis  crónica  recurrente 
con  ictericia  de  tipo  obstructivo.  Los  cam- 
bios patológicos  en  el  pancreas  eran  muy 
similares  a las  que  se  observaron  subsigien- 
temente  en  las  glándulas  salivares.  No  vemos 
razón  alguna  por  la  cual  no  se  pueda  con- 
siderar la  pancreatitis  como  parte  de  la  en- 
fermedad ya  que  el  pancreas  es  tan  similar 
en  estructura  y fisiología  a las  glándulas  sa- 
livares. 

Se  discute  el  cuadro  clínico  y patológico 
de  esta  enfermedad  repasando  en  parte  la 
literatura  más  importante  a la  luz  de  los  ha- 
llazgos en  los  enfermos  aquí  presentados. 
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REVERSAL  OF  RENAL  TUBULAR 
ACIDOSIS  WITH  CHLOROTHIAZIDE 


The  internal  environment  of  the  human 
is  kept  constant  by  homeostatic  mechanisms 
in  which  the  kidney  plays  a vital  role.  For 
the  proper  function  of  the  kidney,  coordina- 
tion of  the  glomerulai  and  renal  tubular 
functions  are  essential  since  imbalance  of 
either  one  would  produce  rather  severe  al- 
terations in  the  normal  electrolyte,  water, 
and  hydrogen  ion  concentration  of  the  in- 
ternal environment. 

The  endocrine  glands,  through  their  ac- 
tion on  the  kidney,  modify  the  excretion  and 
absorption  of  electrolytes  and  water,  and 
minimize  the  fluctuations  in  the  composition 
of  the  body  fluids.  The  hormones  act  chiefly 
in  the  tubules  and  for  their  action  they  need 
normal  functional  structures,  anatomically 
and  enzymatically.  Dysfunction  of  the  tu- 
bules may  simulate  endocrinological  disor- 
ders. The  salt  losing  Nephritis  of  Thorn, 
pseudohypoparathyroidism  and  renal  glyco- 
suria are  examples  of  such  syndromes.  The 
tubular  defect  may  be  selective  to  one  factor 
(renal  glycosuria)  or  multifactorial  like  in 
“de  Toni-Fanconi  Syndrome”.  Even  the  de- 
fective reabsorption  of  one  factor  may  pro- 
duce profound  alterations  in  the  entire  or- 
ganism. For  these  problems  of  chronic  renal 
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insufficiency  the  over  all  plan  of  therapy  has 
been  to  administer  essential  substances  in  such 
quantity  as  to  avoid  depletion  as  well  as  ex- 
cesses. 

It  is  the  purpose  of  this  report  to  present 
a case  of  renal  tubular  acidosis  with  hyperch- 
loremia, hypocalcemia,  hyponatremia,  hy- 
pokalemia, dehydration  and  coma.  The  cli- 
nical, chemical  and  hemodynamic  response 
to  chlorothiazide  administration  for  three 
years  will  be  emphasized. 

Case  Report 

A forty  foui  year  old  white  female  wd»  ad- 
mitted to  the  San  Juan  City  Hospital  on  March 
23,  1957,  complaining  of  left  flank  pain,  headache, 
polyuria,  polydipsia,  frequency,  weakness,  cramps 
of  the  lower  extremities,  and  general  malaise. 
Eight  months  prior  to  admission  she  passed  a 
renal  calculus.  She  was  seen  by  a private  physician 
who  advised  urological  studies  because  of  recur- 
ring renal  colics.  Following  a severe  attack  of 
left  flank  pain  she  was  admitted  to  the  Urological 
Department  as  an  emergency  on  March  23,  1957. 
The  past  and  family  history  were  non-contrib- 
utory. 

Physical  examination  revealed  a short  and  obese 
white  female,  who  was  obviously  ill.  She  had  a 
flushed  face  and  generalized  asthenia.  The  blood 
pressure  was  150  mm.  of  mercury  systolic,  and 
86  diastolic.  The  pulse  rate  was  86  beats  per 
minute,  and  respirations  20  per  minute.  The 
tongue  was  dry.  No  abnormal  finding  was  en- 
countered in  the  neck.  There  were  no  cardiac  or 
pulmonary  abnormalities.  Examination  of  the  ab- 
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domen  disclosed  a well  healed  appendectomy  scat 
on  the  right  lower  quadrant  and  a hysterectomy 
scar  suprapublically.  The  liver,  spleen  and  kid- 
neys were  not  palpable.  There  was  no  abdominal 
tenderness.  The  extremities  were  normal  except 
for  hyporeflexia,  and  no  pathological  reflexes  could 
be  elicited.  Pelvic  examination  was  negative. 

Laboratory  studies  revealed  red  blood  cell  of 
5,300,000  per  cubic  millimeter  of  blood;  hemo- 
globin, 12.0  gm./lOO  ml.  of  blood;  white  blood 
cell  count  11,160,  with  63%  polymorphonuclear 
leukocytes,  34%  lymphocytes,  and  3%  eosinophils. 
Urinalysis  showed  a specific  gravity  of  1,003,  an 
alkaline  reaction,  negative  for  albumin  and  glucose, 
and  normal  on  microscopic  examination.  The 
blood  urea  nitrogen  was  14  mg./ 100  ml.,  fasting 
blood  sugar  151,  serum  creatinine  1.5,  and  the  al- 
kaline phosphatase  8.9  Bodansky  units  (3/25/57)  . 
The  serum  sodium  was  126  mEq./L.,  potassium 
1.95,  chlorides  109,  carbon  dioxide  7 mEq.  per  liter 
as  HCO3,  calcium  8.07  mg./ 100  ml.,  and  blood 
phosphorus  2.3  (3/23/57)  . The  albumin  was  3.9 
gm./lOO  ml.  and  globulin  2.8  gm.  Urinary  sodium 


was  29.2  mEq./L.,  potassium  6.9,  and  urinary 
amino  acids  250  mg.  in  24  hours.  The  urea  clear- 
ence  was  83.4%  of  normal.  The  glucose  tolerance 
test  revealed  a diabetic  curve  with  a fasting  blood 
sugar  of  108  mg./ 100  ml.,  210  mg.  in  two  hours, 
and  129  mg.  in  four  hours.  For  summary  of  clinic- 
al data,  see  Table  1. 

An  intravenous  pyelogram  on  March  24,  1957, 
was  reported  as  follows:  “There  is  good  function 
of  both  urinary  channels.  The  right  urinary  tract 
is  negative.  There  are  multiple  calcific  densities 
along  the  cortical  segments  of  the  left  kidney.  The 
pelvico-calyceal  system  shows  no  other  gross  ab- 
normalities. Impression;  Nephrocalcinosis  of  tbe 
left  kidney.”  Bone  survey  showed  no  demineral- 
ization. 

Course  in  Hospital:  The  patient  was  admitted 
to  the  hospital  on  March  23,  1957,  to  the  Depart- 
ment of  Urology.  She  was  treated  with  sulfadiazine 
and  intravenous  infusion  of  5%  glucose  in  water. 
One  day  after  admission  she  received  a cleansing 
enema  as  a preparation  for  an  intravenous  pyelo- 
gram, and  while  at  the  X-ray  Department  develop- 


TABLE  I:  RENAL  TUBULAR  ACIDOSIS 
(1st.  Admission) 


CLINICAL  PICTURE 

LABORATORY  FINDINGS 

Polydypsia 

Low  Specific  Gravity  (1.003) 

Urinalysis 

Alkaline  Reaction 

Polyuria 

Low  Serum  Sodium  (126  mEq./L.) 

Numbness  of  Extremities 

Low  Serum  Potassium  (1.9  mEq./L.) 

Generalized  Weakness 

Elevated  Serum  Chlorides  (115  mEq./L.) 

Generalized  Malaise 

Low  Serum  CO,  Combining  Power  (6  mEq./L.) 

Muscular  Cramps 

Low  Serum  Calcium  (5  mg.%) 

1 

Dehydration 

Bun  = 14  mg.% 

|Hyporeflexia 

Creatinine  = 1.5  mg% 
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ed  marked  asthenia  and  became  semicomatose. 
An  emergency  electrocardiogram  revealed  hypo- 
kalemia. An  infussion  with  potassium  chloride  was 
started,  but  it  was  given  too  rapidly  and  the  pa- 
tient became  cyanotic  and  developed  a more  pro- 
found coma.  A medical  consultant  saw  the  patient 
at  that  time  and  made  a presumptive  diagnosis, 
based  on  the  clinical  picture  and  reports  on  elec- 
trolytes, of  renal  tubular  acidosis.  She  was  treated 
with  1/6  M.  sodium  lactate,  potassium  chloride 
and  calcium  gluconate  intravenously.  She  respond- 
ed well  to  this  therapy  and  in  48  hours  was  con- 
titiijued  on  oral  feedings  and  Shohl’s  formula  (So- 
dibm  citrate  140  gm.,  citric  acid  98  gm.  q.s.  1000 
cc.  of  water)  . On  the  fourth  day  of  hospitalization 
she  was  found  to  be  in  congestive  heart  failure 
but  responded  rapidly  to  digitalization.  The  pa- 
tient improved  slowly,  her  legs  pain  diminished 
and  was  able  to  walk  on  the  second  week  of  hos- 
pitalization. 

Studies  performed  revealed  normal  amino  acids 
urinary  excretion,  no  evidence  of  renal  glycosuria 
as  determined  by  a five  hour  glucose  tolerance 
test,  a normal  urea  clearance  test  and  a hyper- 
chloremic acidosis  with  nephrocalcinosis.  These 
findings  fulfilled  the  criteria  for  the  diagnosis  of 
renal  tubular  acidosis  (Table  I)  . She  was  dis- 
charged from  the  hgspital  seven  weeks  after  hos- 
pitalization, on  Shohl’s  formula. 

She  continued  suffering  from  polydipsia,  poly- 
uria, pain  in  both  lower  extremities,  and  edema 
of  legs.  One  year  after  the  first  admission  was  re- 
admitted because  of  these  symptoms. 

The  Shohl’s  formula  was  discontinued  for  few 
days  and  the  clinical  picture  and  electrolyte  dis- 
turbances were  aggravated.  As  an  experimental 
therapeutic  trial,  she  was  placed  on  oral  diamox, 
1 gm.  daily  for  three  days  starting  March  24,  1958. 
There  was  no  change  in  the  clinical  or  chemical 
picture  and  she  yas  again  discharged  on  Shohl’s 
formula’. 

Patient  was  readmitted  for  the  third  time  on 
October  18,  1958,  complaining  of  polydipsia,  poly- 
uria, leg  cramps,  weakness  and  right  lumbar  pain. 
A complete  re-evaluation  was  done.  The  serum 
and  urinary  electrolytes  were  recorded.  The  intra- 
venous pyelogram  revealed  bilateral  nephrocalci- 
nosis. 

After  baseline  studies  the  patient  was  started  on 


oral  chlorothiazide,  1 gm.  daily,  and  its  effects 
were  studied  upon  the  clinical  picture,  fluid  in- 
take and  urinary  output,  serum  electrolytes,  urin- 
ary excretions,  and  blood  volume  values.  There 
was  a dramatic  improvement.  The  patient  became 
asymptomatic  with  disappearance  of  polydipsia, 
and  marked  diminution  of  polyuria  (Fig.  1)  , the 
urine  continued  diluted  and  alkaline,  but  there 
was  a minimal  improvement  of  electrolyte  find- 
ings (Table  II) . 

Since  October,  1958,  the  patient  has  been  treat- 
ed with  oral  chlorothiazide,  1 gm.  daily.  During 
these  three  years  she  has  remained  asymptomatic 
while  on  the  drug,  and  without  potassium  sup- 
plement. During  an  episode  of  acute  pyelonephritis 
in  1960  the  diabetes  was  aggravated,  requiring  100 
units  of  insulin  daily,  but  at  present  is  well  con- 
trolled with  only  a dietary  regime.  Bone  surveys 
have  revealed  no  evidence  of  osteomalacia.  The 
renogram  has  revealed  bilateral  renal  disease  with 
impairment  of  excretion.  During  these  three  years 
of  observations  we  have  reproduced  the  picture  of 
renal  tubular  acidosis  several  times  by  discon- 
tinuing the  drug.  The  patient  has  always  improv- 
ed dramatically  with  resumption  of  the  medication. 

Some  of  our  observations  are  summarized  in 
tables  III  and  IV. 

Discussion 

Renal  tubular  acidosis  without  glomeru- 
lar insufficiency  has  been  claimed  to  be 
caused  by  enzymatic  dysfunction  of  genetic 
origin  or  secondary  to  acquired  disease.  It 
is  a defect  of  tubular  transfer  and  of  failure 
to  secrete  hydrogen  ion  at  the  cation  ex- 
change site  in  the  distal  tubule,  with  potas- 
sium depletion  effects  on  the  collecting  ducts, 
allowing  some  of  the  secreted  hydrogen  ion 
to  diffuse  back  into  capillary  blood. 

This  results  in  intense  polyuria,  with  water 
loss  in  excess  of  electrolyte  loss  producing 
hypertonic  dehydration  and  inability  to  form 
a concentrated  urine.  In  renal  tubular  aci- 
dosis, since  the  glomerular  rate  is  normal, 
the  blood  urea  and  plasma  sulphate  are  nor- 
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mal.  The  phosphate  is  usually  normal  but 
may  be  low,  perhaps  due  to  secondary  hy- 
perparathyroidism. The  systemic  acidosis  will 
cause  a fall  in  plasma  bicarbonate,  and  the- 
refore the  plasma-chloride  rises  to  values 
above  normal. 

The  symptomatology  is  secondary  to  de- 
hydration, hyperchloremic  acidosis,  altered 
neuromuscular  physiology  due  to  electrolyte 
changes  such  as  hypokalemia  and  hypocal- 
cemia, nephrocalcinosis,  and  osteomalacia. 
There  is  no  evidence  of  glomerular  distur- 
bance and  the  urine  is  characteristically  al- 
kaline and  diluted. 

I’here  has  been  no  progress  since  the  ori- 
ginal therapeutic  recommendation  of  Al- 


bright twenty  years  ago  and  which  has  con- 
sisted of  the  use  of  salt  of  a mineral  base  with 
an  organic  acid  such  as  citric  acid,  sodium 
lactate  and  calcium  gluconate.  In  view  of 
the  poor  response  of  our  patient  to  this  ther- 
apy and  because  of  the  gaps  there  are  in  the 
physiological  concepts  of  renal  diseases,  we 
tried  chlorothiazide  with  the  results  recorded. 

This  therapeutic  paradox  of  renal  tubu- 
lar acidosis  response  to  chlorothiazide  admin- 
istration was  later  observed  by  Kennedy  and 
Crawford  in  experimental  diabetes  insipidus 
in  rats  (2).  Since  this  report  several  series 
have  been  reported  on  the  tretment  of  diabe- 
tes insipidus  with  chlorothiazide  and  similar 
drugs  (8,  4,  5) . 
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TABLE  II:  RENAL  TUBULAR  ACIDOSIS 

EFFECTS  OF  DIURIL  ON  SERUM  ELECTROLYTES 


DATE 

OCT.  20  OCT.  27 

1958  1958 

AVERAGE 

OCT.  28  NOV.  24 
1958  1958 

AVERAGE 

THERAPY 

NO  DIURIL 

DIURIL  I gm. 

Na  mEq./L. 

129.0  - 146.0 

135.0 

112.3  - 167.2 

139.7 

K mEq./L. 

3.1  - 3.8 

3.4 

2.7  - 3.8 

3.3 

§ Cl  mEq./L. 

97.0  - 107.0 

102.7 

89.0  - 105.5 

97.2 

S COj  mEq./L. 

8.8  - 12.8 

10.3 

17.5  - 28.0 

22.7 

Ca  mg./ 100  ml. 

8.8  - 12.8 

10.3 

9.0  - 10.9 

9.9 

P mg./ 100  ml. 

2.5  - 2.8 

2.6 

EFFECTS  OF  DIURIL  ON 

URINE  ELECTROLYTES 

Na  mEq./24  hrs. 

172.8  - 244.4 

201.6 

40.1  - 284.1 

162.0 

^ K mEq./24  hrs. 

31.8  - 39.8 

35.1 

32.8  - 90.0 

61.4 

^ Cl  mEq./24  hrs. 

117.0  ■ 147.9 

134.0 

27.9  - 303.2 

165.5 

Ca  mg./24  hrs. 

23.3  - 39.8 

31.5 

0.1  - 101.4 

18.9 

B.  OOD  PH 

7J2  - 7.3 

7.3 

m .INE  PH 

6.5 

6.5 

We  still  do  not  know  the  mechanism  of 
action.  The  response  of  diabetes  insipidus 
and  our  patient  with  renal  tubular  acidosis 
is  not  associated  with  better  urine  concen- 
tration. The  reason  for  this  failure  to  prod- 
uce hypertonic  urine  suggests  a defective  con- 
centrating tubular  mechanism  or  factors, 
besides  antidiuretic  hormone,  required  to  res- 
tore normal  tubular  concentrations.  This 
factor  may  very  well  be  outside  the  kidney. 
This  has  been  suggested  by  Crawford’s  ex- 
periments in  rats.  The  diabetes  insipidus- 
like  syndrome  which  he  produced  with  pro- 
longed cortexone  administration,  was  con- 


trolled with  chlorothiazide  (2).  Chlorothia- 
zide effects  on  the  glomerulus,  rather  than  on 
the  tubules,  remains  a possibility.  This  effect 
might  be  produced  thru  a reduction  in  the 
glomerular  filtration  rate.  The  observations 
of  Heinemann,  et  al  (6)  tend  to  confirm 
these  views.  They  reported  the  reduction  in 
glomerular  filtration  rate  with  intravenous 
chlorothiazide,  but  not  with  oral  administra- 
tion. In  diabetes  insipidus  our  studies  of  glo- 
merular filtration  rate  using  insulin  revealed 
that  without  chlorothiazide  the  fraction  of 
the  glomerular  filtrate  passed  out  as  urine 
was  8.4%.  This  fraction  was  reduced  to  4.8% 
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TABLE  III:  RENAL  TUBULAR  ACIDOSIS  EFFECTS  OF  DIURIL 
ON  SERUM  AND  URINE  ELECTROLYTES 


DATE 

7/8/60-7/26/60 

7/27/60-8/19/60 

7/27/60-11/15/61 

THERAPY 

NO  DIURIL 

DIURIL  1.5  gm. 

DIURIL  1 gm. 

(Average) 

(Average) 

(Average) 

Na  mEq./L 

139.5 

138.7 

139 

K mEq./L 

2.8 

3.0 

4.8 

s 

a 

Cl  mEq./L 

103.1 

97.6 

104.5 

pi 

Ui 

c« 

COj  mEq./L. 

13.1 

19.5 

Ca  mg./ 100  ml. 

9.1 

8.7 

11.05 

P mg. /1 00  ml. 

3.0 

2.6 

3.47 

Na  mEq./24  hrs. 

187.9 

63.1 

Z 

K mEq./24  hrs. 

57.6 

46.0 

Pi 

s 

Ca  mg./24  hrs. 

167.2 

P mg./24  hrs. 

430.6 

(Urea  nitrogen 

10.8  mg./ 100  ml.) 

TABLE  IV:  RENAL  TUBULAR  ACIDOSIS  BLOOD  AND 
PLASMA  VOLUMES  EFFECT  OF  DIURIL  THERAPY 


DATE 

WITHOUT  DIURIL 

DATE 

WITH  DIURIL 

10/28/58 

Blood  Volume 

3864cc.  or  60.3  cc./ Kg. 

11/20/58 

3672CC.  or  55.6cc./Kg. 

Plasma  Volume 

1882cc.  or  30  cc./Kg. 

2019cc.  or  30.6cc./Kg. 

8/4  /59 

Blood  Volume 

2747cc.  or  42  cc./Kg. 

8/11/59 

2863cc.  or  43.7cc./Kg 

7/15/60 

Plasma  Volume 

1472cc.  or  22.5 cc./Kg. 

1560cc.  or  23.8cc./Kg. 

Blood  Volume 

2772cc.  or  39.6 cc./Kg. 

8/22/60 

2971CC.  or  44.5cc./Kg. 

Plasma  Volume 

1273CC.  or  18.2cc./Kg. 

1836CC.  or  27.5cc./Kg. 

10/13/61 

Blood  Volume 

430  cc.  or  61.5cc./Kg. 

Red  Cell  Mass 

2194cc.  or  31.3cc./Kg. 

Plasma  Volume 

2109cc.  or  30.1  cc./Kg. 
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with  oral  chlorothiazide.  The  glomerular  fil- 
tration rate  was  unaffected  by  the  drug.  I'he 
reduction  of  the  fraction  of  the  glomerular 
filtrate  eventually  passed  out  as  urine  under 
the  effects  of  cFilorothiazide,  in  the  presence 
of  normal  glomerular  filtration  rate,  must 
he  interpreted  as  due  to  improvement  in  the 
tubular  reabsorption  of  water  by  some  mech- 
anism elicited  by  the  drue. 

In  1958  and  1960,  chlorothiazide  admi- 
nistration for  about  three  weeks  to  our  pa- 
tient with  renal  tubular  acidosis,  resulted  in 
dramatic  clinical  improvement,  marked  re- 
duction in  urine  \'olume,  correction  of  ac- 
idosis, elevation  of  serum  calcium,  decreased 
serum  chloride,  but  otherwise  no  significant 
electrolyte  changes  (tables  II  and  III). 

Our  findings  on  November  15,  1961, 
while  under  continuous  treatment  for  more 
than  one  year  present  a different  picture 
( tables  3 and  4) . The  patient  is  completely 
asymptomatic,  the  urine  volume  is  1.0  to  1.7 
liters  per  24  hours,  and  the  serum  electrolytes 
are  normal  except  for  slight  elevation  of 
serum  calcium.  Blood  volume  studies  (table 
4)  show  also  a nonnal  blood  volume,  an  im- 
proved but  still  low  plasma  volume  and  slight 
elevation  of  red  cell  mass. 

The  place  of  chlorothiazide  and  its  an- 
alogues in  the  treatment  of  polyuric  diseases, 
diabetes  insipidus  (7,  8)  and  renal  tubular 
acidosis,  still  remains  to  be  established.  It  ap- 
pears that  patients  resistant  to  the  classical 
treatment  may  be  given  a trial.  Contrary  to 
the  predicted  hazards  of  prolonged  therapy 
with  diuretics  (4,  5) , continuous  treatment  of 
our  patient  for  three  years  has  not  resulted  in 
actual  deterioration  of  renal  status  (9),  nor 
in  hypokalemia  10. 


Summary 

Physicians  familiar  with  renal  tubular 
acidosis  are  quite  aware  that  there  can  be 
a great  fluctuation  in  its  severity  from  year 
to  year  in  a particular  patient.  The  antidi- 
uretic effect  of  hydrochlorothiazide  in  our 
patient  raises  many  questions.  To  date,  the 
patient  studied  here  has  been  well  control- 
led with  thiazide  and  without  potassium 
supplement  for  over  three  years.  The  mech- 
anism for  this  pharmacologic  paradox  re- 
mains to  be  determined.  The  similarity  of 
response  to  chlorothiazide  of  dissimilar  pol- 
yuric diseases  like  renal  tubular  acidosis  and 
diabetes  insipidus  might  be  due  to  the  effect 
of  the  drug  on  a defect  common  to  them. 

Resumen 

Se  presenta  un  caso  de  una  paciente  con 
la  enfemiedad  de  acidosis  renal  tubular  (“re- 
nal tubular  acidosis”)  que  respondió  drama- 
ticamente  a tratamiento  con  clorotiazida. 
Sabemos  que  pacientes  con  esta  enfermedad 
son  propensos  a fluctuaciones  grandes  en  la 
severidad  de  la  misma.  Sin  embargo  en  el 
paciente  que  se  reporta  se  pudo,  en  distintas 
ocasiones,  reproducir  el  cuadro  clínico  al 
descontinuar  la  droga. 

El  efecto  antidiurético  de  la  clorotiazida 
en  esta  paciente  presenta  varias  interrogan- 
tes. Su,  enfermedad  ha  sido  bien  controlada 
con  tiazidas  y sin  necesidad  de  suplementos 
de  potasio  por  más  de  tres  años.  El  mecanis- 
mo de  esta  paradoja  farmacológica  no  ha  po- 
dido ser  dilucidada.  Habiéndose  reportado 
un  efecto  similar  de  estas  drogas  en  pacientes 
con  diabetes  insipidus,  otra  enfermedad  po- 
liurica,  se  postula  que  el  efecto  farmacoló- 
gico de  la  droga  se  efectúe  en  un  defecto  co- 
mún a ambas. 
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THALASSEMIA  MAJOR 
IN  A PUERTO  RICAN  BOY 


Thalasseinia  (Mediterranean  anemia,  Co- 
oley’s anemia,  target  cell  anemia)  is  a he- 
reditary defect  in  hemoglobin  synthesis  oc- 
curring throughout  certain  areas  of  the 
world,  but  particularly  in  the  Mediterranean 
Asia  Minor,  Thailand  and  Indonesia  (1,2, 
3) . The  faulty  synthesis  of  hemoglobin  results 
in  the  production  of  erythrocytes  which  are 
thinner  than  normal  (leptocytes) , and  of 
microcytic,  hypochromic  cells  which  at  times 
show  severe  distortion  and  variation  in  size 
and  shape.  These  cells  have  a shortened 
survival  in  the  circulation,  and  it  has  been 
observed  that  they  tend  to  undergo  fragmen- 
tation very  easily  (4).  The  anemia,  which 
is  invariably  present  in  the  homozygous  (or 
major  type) , has  been  explained  on  the 
basis  of  a combination  of  various  factors 
such  as:  defective  erythropoiesis,  increased 
destruction  of  erythrocytes  because  of  de- 
creased survival  of  the  abnormal  cells,  dis- 
turbance in  maturation  of  normoblast,  dis- 
turbed hemoglobin  synthesis,  and/ or  dis- 
turbed iron  metabolism  (5). 

In  Puerto  Rico,  the  thalassemic  syndromes 
or  its  variants  are  extremely  rare.  Prado 
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and  co-workers  (6)  reported  in  1964  a family 
with  sickle  cell  thalassemia  disease  (hetero- 
zygote variant) , one  of  the  many  related 
interactions  of  this  syndrome.  This  clinically, 
important  hybrid  is  the  result  of  the  in- 
heritance of  one  gene  for  Thalassemia  and 
one  gene  for  hemoglobin  S in  the  same 
individual.  Two  years  before,  in  1962,  de 
Torregrosa  and  collaborators  (7),  made  a 
preliminary  report  of  the  first  case  of  (ho-  , 
mozygous)  Thalassemia  major  described  in  > 
Puerto  Rico.  The  present  report  documents 
this  case  further  with  detailed  clinical,  la- 
boratory and  post-mortem  findings  of  the 
patient. 

Case  Report 

B.N.S.,  a 13  year  old  Puertorrican  white  male 
was  first  seen  at  the  San  Juan  City  Hospital  in 
1954  because  of  a fracture  of  the  left  elbow.  Radio- 
logic  studies  at  the  time  revealed  severe  osteoporosis; 
coarse  reticulation;  cortical  atrophy,  which  ap- 
peared to  be  more  marked  in  the  bone  of  the 
hands  and  pelvis  (Fig.  1) ; and  widening  of  the 
diploic  spaces  of  the  skull.  The  characteristic  per- 
pendicular striation  in  the  skull  bones  which  give 
the  “hair  on  end”  appearance  was  observed.  These 
findings  suggested  a chronic  hemolytic  process. 

The  patient  had  been  relatively  asymptomatic. 
He  had  never  received  blood  transfusions,  even 
though  he  had  always  had  a sick,  pale,  lemon 
yellow”  appearance.  He  was  a foster  child  and 
despite  exhaustive  efforts,  the  true  parents  could 
not  be  traced.  The  only  information  available  was 
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Fig.  1.  Radiologic  findings  in  the  bones  of  the 
hands  in  Thalassemia  major. 

that  both  had  been  native  Puertorricans.  The 
physical  examination  revealed  marked  paleness, 
underdevelopment,  long  thin  extremities,  mon- 
goloid  facies  (Fig.  2)  and  serve  hepatosplenomega- 
ly  (Fig.  3) . He  was  found  to  have  a microcytic 
hypochromic  anemia  with  a hemoglobin  level  of 
7 grams%.  Peripheral  blood  smears  revealed  nu- 
merous target  cells,  poikilocytes,  schizocytes  and 
normoblasts  (Fig.  4)  Reticulocyte  count  was  10%. 
Serum  iron  (S.I.)  was  194  fign.s%  and  the  unsatur- 
ated serum  iron  binding  capacity  124  fj,gtas%  with 
61%  saturation*.  The  bone  marrow  showed  hyper- 
plastic erythropoiesis,  of  the,  micronormoblastic 
type,  with  predominance  of  basophilic  normoblasts, 
poor  hemoglobinization  of  the  intermediate  nor- 
moblasts. and  small  late  normoblasts  with  irregular 
and  ragged  edges.  Mature  erythrocytes  presented 
similar  changes  as  in  the  peripheral  blood.  Gran- 
ulocytogenesis  was  hyperplastic  with  all  stages 
normally  represented.  Megakaryocytogenesis  show- 
ed normal  activity  and  platelet  formation.  No 
other  pathological  cells  were  present  in  the  bone 
marrow  preparations.  Paper  electrophoresis  of 
hemoglobin  run  at  pH  8.6  showed  a Hb  AF 
pattern  with  70%  fetal  hemoglobin  (Fig.  5) . Alkali 
resistance  of  the  hemoglobin  by  the  method  of 
Singer  (8)  was  68%. 


♦ Normal  in  this  laboratory  for  S.I.  50-150 
Iigms%,  for  the  V.S.I.B.C.  is  ¡24-350  j.igms% 
and  for  % concentration  is  14-51%. 


Fig.  2.  Mongoloid  appearance  of  the  patient 
which  is  characteristic  of  Thalassemia. 


Fig.  3.  Severe  hepatosplenomegaly  in  the  case 
under  discussion. 
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Fig.  4.  Poikilocytosis,  hypochromia,  schizocytes 
and  target  cells  in  the  peripheral  blood  of  B.N.S. 

PAPER  ELECTROPHORESIS  OF  HEMOGLOBINS 
IN  THALASSEMIA,  HbS  AND  SA  SICKLE 
CELL  DISEASE 


S F A 


SICKLE  CELL  ANEMIA 


B. N.  S.  -(patient ) 


Hb  S A -( troit ) 

NORMAL  CONTROL 


fhe  patient  was  followed  without  any  specific 
therapy  until  1956  at  which  time  the  anemia  be- 
came more  severe  and  he  received  the  first  blood 
transfusion.  Fnm  1956  to  1960  he  was  hospitalized 
several  times,  receiving  six  blood  transfusions  in 
the  interim.  In  1960,  the  pertinent  findings  were: 
jaundice,  congestive  heart  failure,  generalized 
edema,  hepatosplenomegaly,  infantile  sexual  devel- 
opment (eunuchoid  type)  and  an  indolent  ulcer 
in  the  right  leg.  There  was  definite  evidence  of  an 
increasing  need  for  blood  transfusions. 

Laboratory  findings  at  the  time  showed:  RBC 
1,840,000;  Hb  4.3  gm;  Hemat.  - 14%;  MCV  - 77  ^3; 


MCHV  - 23;  MCHbC  - 30%;  WBC  5,000  with 
normal  differential  and  essentially  the  same  periph- 
eral blood  findings  as  previously  described;  platelets 
86,000;  Hanger  4/;  serum  bilirubin  1 minute 
(direct)  0.68  mgm,  total  2.4  mgm%;  prothrombin 
time  20  seconds,  control  14  seconds;  serum  iron 
184  ^gms%.  Studies  with  radioactive  chromate 
revealed  an  increased  splenic  trapping  with  a ratio 
of  2/1  in  favor  of  the  splenic  area. 

On  the  basis  of  these  findings  a diagnosis  of 
hypersplenism  and  of  probable  liver  damage  com- 
plicating the  primary  disease  of  Thalassemia  major 
was  made.  Because  of  this,  and  the  increasing 
needs  for  blood  transfusions,  a splenectomy  was 
recommended  for  the  control  of  the  hypersplenic 
manifestations.  Unfortunately,  both  he  and  his 
family  refused  to  follow  this  advice. 

The  patient  was  readmitted  6 times  in  the 
ensuing  two  years  and  during  that  period,  he 
received  12  blood  transfusions  of  250  cc  packed 
erythrocytes  each.  The  patient  continued  on  a 
downhill  course  with  intractable  congestive  heart 
failure,  continuing  needs  for  blood  transfusions, 
intermittent  bouts  of  severe  bone  pains,  fever,  and 
anemia.  On  September  15,  1962,  the  patient  died 
suddenly  at  his  home  at  the  age  of  20  years. 

Post  mortem  findings  revealed  underdevelop- 
ment, cachexia  and  undernutrition.  Skin  and 
mucous  membranes  were  highly  icteric.  Face  showed 
mongoloid  features.  There  was  evidence  of  severely 
•dilated  neck  veins.  Ascites  and  moderate  bilateral 
yellowish  pleural  effusions  were  found.  Heart  was 
severely  dilated,  had  moderately  severe  myocardial 
hypertrophic  changes  with  dilated  valves  and  small 
calcifications  in  the  aortic  valve.  Lungs  revealed 
passive  congestion.  The  liver  was  markedly  enlarg- 
ed and  congested,  and  had  a finely  granular  ap- 
pearance and  severe  icteric  tinge.  There  was  moder- 
ate degree  of  fibrosis.  Spleen  was  enlarged  weighing 
1750  grams.  The  capsule  was  thickened  and  on 
sectioning,  the  surface  was  purplish  red  in  color. 
The  bone  marrow  revealed  extreme  hyperplasia 
with  red  marrow  found  in  areas  where  normally 
one  encounters  fatty  marrow.  The  rest  of  the 
pathological  examination  did  not  demonstrate 
other  significant  finding;s.  Final  diagnoses  were:  1. 
Thalassemia  major,  2.  Organic  heart  disease  — 
anemic  heart  disease,  3.  Generalized  hemosiderosis 
(moderate) , 4.  Hypersplenism,  partial,  with  he- 
molytic anemia  and  mild  thrombocytopenia,  5. 
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Extramedullary  erythropoiesis  in  spleen  and  liver, 
6.  Moderate  cirrhosis  of  the  liver  probably  second- 
ary to  large  hemosiderin  deposits. 

Discussion 

Thalassemia  occurs  in  two  main  forms: 
homozygous  or  Thalassemia  major  and  he- 
terozygous or  Thalassemia  minor  or  minima. 
The  homozygotes  show  the  classical  picture 
of  marked  anemia,  splenomegaly,  jaundice 
and  bone  changes.  The  heterozygotes  vary 
from  the  asymptomatic  and  non-anemic 
cases  to  those  with  moderate  anemia  and 
splenomegaly  (1,5).  Similar  clinical  pictures 
can  be  produced  when  there  is  a combina- 
tion of  the  gene  for  Thalassemia  with  the 
gene  for  one  of  the  hemoglobinophaties, 
particularly  S,  C,  E,  H,  Lepore,  and  Barts 
(1,5,  9,10). 

Although  Thalassemia  is  usually  and 
unavoidably  discussed  among  the  hemoglo- 
binopathies, many  workers  in  this  field, 
believe  that  in  its  true  sense,  this  interesting 
syndrome  should  not  be  included  in  that 
group  of  diseases.  They  reason  that  up 
until  the  present  no  specific  qualitative  alter- 
ation of  the  hemoglobin  molecule  (as  found 
in  the  sickle  cell  syndromes  and  its  variants) 
has  been  demonstrated  in  Thalassemia  ( 1 ) . 
On  the  other  hand,  Ingram  and  Stretton 
have  postulated  that  the  structural  altera- 
tions recently  demonstrated  in  the  hemoglo- 
bin in  Thalassemia  is  enough  evidence  for 
the  inclusion  of  this  syndrome  in  this  group 
of  conditions.  These  authors  further  suggest 
that  there  may  be  present  in  this  condition 
a hidden  amino  acid  substitution  which  does 
not  produce  a detectable  change  in  the  elec- 
trophoretic pattern  (12). 

The  inherited  abnormality  in  Thalassemia 
is  at  present  thought  to  be  due  to  the  sup- 
pression of  the  rate  of  production  of  hemo- 


globin A,  and  this  in  turn  results  in  severe 
anemia.  The  finding  of  diminished  Fe  59 
incorporation  into  hemoglobin,  increased 
erythrocyte  uroporphyrin,  increased  intra- 
erythrocytic  non  heme  iron,  diminished  rates 
of  heme  synthesis,  although  not  definitive 
by  themselves,  do  support  the  theory  of  the 
existence  of  a block  in  the  synthesis  of  he- 
moglobin as  the  main  pathogenetic  mech- 
anism for  Thalassemia  (13).  Recent  work 
( 14) , has  shown  that  hemolysates  of  normal 
human  blood  erythrocytes  show  a high  con- 
tent of  hemoglobin  A with  very  small  a- 
mounts  of  hemoglobin  F (Fib  F)  (normal 
concentration  1-2%)  and  Hb  A2  (normal 
concentration  2-2.5%).  Each  of  these  he- 
moglobin fractions  contain  two  pairs  of 
polypeptide  chains,  one  pair  (cc  2)  common  to 
all,  and  the  other  pair  showing  differences  in 
each  of  there  fractions,  e.g.  p 2 in  the 
normal  ( oc  2 ^ 2)  ; 8 2 in  Hb  F ( cc  2 b 2) ; 
andg2  in  Hb  A2  ( cc  2 b 2)  (1,  13;  14) . 

The  hemoglobin  structure  is  controlled  by 
two  genes  which  determine  the  cc  and  p 
polypeptide  chains  respectively.  Because  of 
this,  Ingram  and  Stretton  (12)  have  post- 
ulated that  the  Thalassemia  defect  produces 
a hemoglobin  having  the  same  electrophoretic 
mobility  as  normal  hemoglobin  but  at  a red- 
uced rate  and  the  defect  may  at  times  be 
located  at  the  hemoglobin  cc  gene  and  in 
others  on  the  hemoglobin  p gene.  Thus,  Tha- 
lassemia has  been  classified  by  these  authors 
into  two  types  on  the  basis  of  the  polypep- 
tides chain  involved,  that  is,  oc  (alpha)  and 
B (beta)  Thalassemia.  The  majority  of  the 
cases  are  of  the  p type  and  contain  increased 
amounts  of  Hb  F or  Hb  A2  or  both.oc  Thal- 
assemia does  not  show  an  increase  of  Hb  A2 
but  often  Hb  H or  Hb  Bart’s  are  present. 

It  should  also  be  emphasized  that  in  Thai- 
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asseiiiia  major  one  sees  a definite  increase  in 
Hb  r and  the  amount  of  Hb  A2  is  usually 
low.  On  the  other  hand,  in  Thalassemia  mi- 
nor, values  of  Hb  .\2  are  greater  than  normal 
while  Hb  F is  elevated  in  less  than  50%  of 
the  cases. 

The  patient  described  in  this  report  is 
believed  to  be  suffering  from  Thalassemia 
major  of  intermediate  severity.  In  as  much 
as  the  parents  were  not  available  for  study, 
it  was  difficult  to  prove  this  contention.  Study 
of  the  parents  for  increased  amounts  of  A2 
hemoglobin  would  have  helped,  since  this 
abnomiality  is  often  seen  in  the  parents  of 
Thalassemia  patients  ( 1 ) . However”  the  clin- 
ical, hematologic  and  pathologic  findings  fit 
the  diagnosis  of  Thalassemia  intennedia. 

.\nother  point  of  interest  in  this  case  is 
the  fact  that  this  patient  managed  to  survive 
without  treatment  until  the  age  of  13  years, 
therefore  he  could  not  have  been  affected  with 
the  more  severe  type  of  the  disease.  Sturgeon 
(9)  and  Pearson  and  Noyes  (10)  have  des- 
cribed such  cases  of  Thalassemia  major  of 
intermediate  severity  and  have  applied  the 
terms  Thalassemia  intermedia  to  them.  Our 
patient  showed  marked  splenomegaly,  severe 
anemia  and  the  typical  bone  changes  as 
found  in  Thalassemia  major.  The  hematolo- 
gical findings  of  hypochromic,  microcytic 
anemia  with  a high  serum  iron;  severe  poik- 
ilocytosis  and  presence  of  leptocytes  in  the 
peripheral  blood  smears;  increased  saline  re- 
sistance; erythroid  hyperplasia  of  the  bone 
marrow  with  micronormoblastic  erythropoi- 
esis  and  poor  hemoglobinization,  are  also 
compatible  with  a diagnosis  of  Thalássemia. 

The  occurrence  of  70%  fetal  ( Alkali 
resistant)  hemoglobin  in  our  patient  helped 
to  establish  a definitive  diagnosis  of  Thalas- 
semia major,  since  this  is  the  hematological 
condition  in  which  the  highest  values  for 


fetal  hemoglobin  (Hb  F)  have  been  found. 
Because  of  this  high  content  of  Hb  F,  this 
case  also  falls  in  Ingram’s  |3  Thalassemia 
group.  Recently,  the  hereditary  high  Hb  F 
syndrome  has  been  described  in  which  very 
high  values  for  fetal  hemoglobin  occur,  but 
persons  with  this  condition  are  asymptomatic 
and  not  anemic  (11). 

Summary 

1 ) The  clinical,  laboratory,  and  post- 
mortem findings  of  a patient  suffering  from 
Thalassemia  major  of  intermediate  severity 
have  been  described.  This  is  the  first  such 
case  to  be  reported  in  Puerto  Rico. 

2)  A review  of  recent  and  most  signifi- 
cant advances  in  this  field  has  also  been  pre- 
sented. 

Resumen 

1 ) Se  describen  los  hallazgos  clínicos, 
analíticos  y post-mortem  de  un  paciente  afec- 
tado de  Talasemia  mayor  de  tipo  intermedio. 
Tal  es  el  primer  caso  descrito  en  Puerto  Ri- 
co. 

2 ) Se  presenta  una  revisión  de  los  adelan- 
tos más  recientes  y significativos  en  relación 
con  dicha  entidad. 
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EDITORIAL 


Hospital  Municipal  de  Santurce:  uno;  dos:  tres 

Cuando  se  me  encomendó  la  tarea  de  escribir  “algo”,  a manera  de  editorial, 
mil  y una  idea  surgieron  a mi  mente.  Después  de  mucho  pensar  sobre  qué  es- 
cribir me  decidí  por  recordar,  en  parte,  nuestro  pasado,  analizar  nuestro  presen- 
te y proyectar  lo  que  debe  ser  nuestro  futuro.  Conocer  nuestro  pasado  nos  ayuda 
en  mucho  a delinear  nuestro  futuro.  Intent  o levantar  conciencias, si  fraca- 
so, me  conformaría  con  moverlas  siquiera. 

Uno;  El  Pasado: 

Hasta  el  el  Hospital  Municipal  de  Santurce,  era  como  un  planeta,  sier- 
vo de  una  trayectoria.  Seguíamos  la  tradición  de  la  beneficencia  municipal  'de 
Puerto  Rico,  sin  diferir  sus  servicios  de  los  que  se  ofrecían  en  las  comunidades 
pequeñas  de  la  isla.  Durante  la  Segunda  Guerra  Mundial,  nuestros  directores, 
con  la  intuición  y visión  de  líderes,  preocupados  por  el  nivel  de  la  práctica  en  la 
medicina  y conscientes  de  la  necesidad  de  seguir  a la  par  con  los  progresos  técni- 
cos motivaron  a nuestra  Facultad  Médica  a la  re  orient  ación;  se  definieron  obje- 
tivos y se  trazaron  metas.  La  dedicación  al  servicio  público  del  personal  de  la  ins- 
titución, encuentra  expresión  elocuente  en  el  mejoramiento  de  la  calidad  de  ser- 
vicios médicos  y en  reconocimientos  a la  institución.  Nuestro  hospital  se  convier- 
te en  la  “Meca”  de  estudiantes  y profesionales  que  con  la  inquietud  de  superar- 
se, proseguían  estudios  en  ella.  El  progreso  del  hospital,  sus  contribuciones  a la 
educación  médica  y sus  aportaciones  en  el  campo  de  la  investigación  clínica  tras- 
cienden nuestras  fronteras  y hacen  eco  en  la  literatura  médica  mundial. 

Este  clima  de  superación  fue  un  factor  crucial  para  la  creación  de  la  Escue- 
la de  Medicina  de  Puerto  Rico,  y nos  convertimos  desde  el  1952-60  en  el  cen- 
tro de  mayor  entrenamiento  en  nuestra  isla. 

Dos;  El  Presente: 

Estamos  en  una  época  de  transición  porque  pronto  vamos  a trasladarnos  a 
convivir  con  otras  instituciones  en  el  Centro  Médico.  La  transición,  cuando  con- 
lleva cambios  en  organización,  genera  una  reacción  de  resistencia se  mani- 
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fÍ6stü  con  inccrtiduTnbtc , recelo  y desuso sie^o.  Es  necesario  — ahora — afirmar 
valores  de  urgencia  permanente,  modicar  actitudes  que  parecieron  circunstan- 
ciales y que  se  tornan  negativamente  permanentes,  y enfilar  esfuerzos  hacia  un 
futuro  que  convoca  el  despliegue  de  la  generosidad  humana.  Urge  despertar  las 
conciencias  para  crear  un  espíritu  de  servicio  y sentimiento  de  orgullo. 

Las  épocas  de  transición  exigen  en  el  plan  individual  como  en  el  colectivo, 
el  mayor  esfuerzo  de  comunicación,  entrenamiento,  integración  y creación.  Te- 
nemos que  aclarar  conceptos,  ubicarlos  en  su  contorno  específico,  fijar  proble- 
mas en  su  exacta  dimension.  Todo  esto  con  el  único  propósito  dé  crear  una  ima- 
gen bien  delineada  de  la  institución  con  alto  sentido  de  valores  que  son  piedras 
angulares  en  su  desarrollo. 

Tres;  El  Futuro: 

‘'Vivir  como  Icaro  vale  más  que  morir  sin  haber  intentado  volar  nunca,  aun- 
que fuese  con  alas  de  cera” .... 

Durante  los  últimos  años  hemos  sido  testigos  de  muchos  cambios.  Estamos 
viviendo  en  la  era  déla  ciencia. Esto  implica  inquietudes  diferentes  con  interro- 
garites  en  cadena  a descifrarse  con  enfoques  nuevos  De  ahí,  que  además  de  se- 
guir asumiendo  la  responsabilidad  primordial  que  es  el  servicio,  es  imperativo 
no  flaquear  en  programa  educativo  efectivo,  y no  olvidar  lo  que  es  investigación 
medica.  Tenemos  que  desarrollar  conciencia  de  lo  que  implica  y es  investiga- 
ción.  Ignorar  los  tres  propósitos  indivisibles ¡nno  —servicios  médicos  de  alta  ca- 
ndad; dos— programas  educativos  efectivos  y dinámicos;  tres— investigación, 
es  arriesgarnos  a la  desintegración  institucional.  Decía  Sir  George:  “los  mejores 
hospitales  no  solamente  utilizan  los  nuevos  conocimientos  sino  que  los  crean’. 

Conociendo  nuestras  responsabilidades,  todos  sabemos  que  necesitamos  nue- 
vos, muchos  y variados  derroteros.  Y,  para  esto  necesitamos  de^ídcres.Urge  que 
unamos  nuestros  esfuerzos  para  desarrollarlos.  Lideres  que  sean  humanistas  por 
vocación,  pero  con  las  inquietudes  de  /a  medicina  en  revolución.  que  ins- 

piren auna^  filosofía  lógica,  que  irradien  mística  a nuestros  esfuerzos;  que  moti- 
ven  a objetivos  y metas  definidas.  Líderes  dinámicos  en  decisiones,  capaces  de 
señalar  los  riesgos  /a  filosofía  del  aislamiento.  7 así  como  la  justicia  no  obs- 
taculiza la  libertad,  sino  que  la  protege,  nuestro  hospital,  compartiendo  todas  las 
actividades  con  nuestros  vecinos,  ayudará  y contribuirá  en  grande  a mantener 
los  Standards”  de  la  medicina  en  Puerto  Rico. 

Necesitarnos  progresar  sin  menoscabo  de  la  ]itTson2Má2iá'insútucionB\y  con- 
servando su  imagen  de  atracción  e inspiración.  Crecer  con  limitaciones  es  virtud 
de  pocos.  . . . ¡Ese  es  el  reto  a que  nos  lanza  el  futuro! 


Ernesto  J.  Marchand,  M.D. 


SECCION  DE  RESUMENES 


IDIOPATHIC  MYOCARDIOPATHY  OF  THE 

PUERPERIUM.  (Postpartal  Heart  Disease).  (Mio- 
cardiopatia  Idiopática  del  Puerperio).  ].  ].  Walsh, 
M.D.,  George  E.  Burch,  M.D.,  W.C.  Black, 
M.D.,  V.J.,  Ferrans,  M.D.,  Ph.  D.,  and  R.  G.  Hihbs, 
Ph.  D.  From  the  Seamen’s  Memorial  Research  Lab- 
oratory, U.S.  Public  Health  Sendee  Hospital,  Tulane 
University  School  of  Medicine,  and  the  Charity 
Hospital  of  Louisiana,  New  Orleans,  I^ouisiana . 
Circulation,  Volume  32,  July  1965, 

Se  describe  la  experiencia  de  estos  autores  con 
15  casos  de  miocardiopatía  idiopática  del  puerperio. 
Para  incluirse  en  el  estudio  se  exigía  (1)  ausencia 
del  historial,  síntomas  o hallazgos  físicos  de  en- 
fermedad cardíaca  antes  del  puerperio,  (2)  desa- 
rrollo de  los  síntomas  y signos  de  enfermedad 
cardíaca  dentro  de  una  a veinte  semanas  del 
puerperio,  y (3)  ausencia  de  un  diagnóstico  etio- 
lógico  conocido  de  enfermedad  cardíaca. 

El  caso  típico  es  de  una  multipara  joven  de 
la  raza  negra  con  un  historial  de  malnutrición 
prolongada.  Entre  una  a veinte  semanas  después 
de  un  parto  normal  desarrolla  rápidamente  sín- 
tomas y signos  de  fallo  ventricular  izquierdo  segui- 
do dentro  de  una  a dos  semanas  por  signos  de 
fallo  de  ventrículo  derecho.  La  respuesta  inicial  a 
tratamiento  en  el  hospital  es  buena,  con  excepción 
de  la  persistencia  de  cardiomegalía.  Manifiestan 
estos  pacientes  susceptibilidad  a la  digital  y se 
quejan  a menudo  de  dolor  abdominal  pobremente 
definido.  Fallo  cardíaco  puede  recurrir  con  em- 
barazos subsiguientes. 

El  promedio  de  duración  de  vida  de  los  nueve 
casos  que  murieron  fue  de  29  meses  desde  el  co- 
mienzo de  síntomas  y variaba  entre  4 a 58  meses. 


Los  seis  casos  que  permanecen  vivos  han  sido  ob- 
servados por  un  promedio  de  71  meses  con  una 
variación  de  2 a 10  años. 

Se  describen  los  hallazgos  patológicos  en  detalle 
en  cinco  casos.  Se  llevaron  a cabo  estudios  histoquí- 
micos  muy  variados.  Los  autores  alegan  que  pue- 
den diferenciar  a base  de  estos  estudios  histoquími- 
cos  entre  la  miocardiopatía  alcohólica  y la  miocar- 
diopatía idiopática  del  puerperio.  Esta  distinción 
no  se  puede  hacer  a base  de  los  estudios  histopato- 
lógicos  de  rutina. 

Se  hace  hincapié  sobre  la  importancia  de  la 
malnutrición  como  un  factor  en  la  génesis  de  este 
síndrome  y del  beneficio  del  descanso  prolongado 
en  cama. 

José  Fernández  Martinez  M.D. 

VARIANTS  OR  CARDIOPULMONARY  MANI- 
FESTATIONS OF  MANSON’S  SCHISTOSOMIASIS- 
REPORT  OF  TWO  CASES.  (Variantes  de  las  Mani- 
festaciones Cardiopulmonares  de  la  Schistosomiasis 
Mansoni  — Informe  de  dos  casos)  Hans  V.  Wessel, 
Herbert  M.  Sommers,  David  W.  Cugell  and  Milton 
H.  Paul  Ann  Intern  Med.  62:151 , 1965. 

Los  autores  presentan  dos  casos,  cada  uno  de 
ellos  ejemplo  de  una  distinta  secuela  cardiopulmo- 
nar  de  la  Schistosomiasis  Mansoni. 

En  el  primer  caso  (Cor  pulmonale)  los  hallaz- 
gos físicos,  electrocardiogramas,  y radiografía  de 
pecho  eran  consistentes  con  hipertensión  pulmo- 
nar, hipertrofia  de  ventrículo  derecho,  insuficien- 
cia pulmonar  y delimitación  de  las  arterias  pul- 
monares. El  sondeo  cardíaco  excluyó  defectos  in- 
tracardiacos  como  la  causa  de  el  marcado  aumento 
en  la  resistencia  arteriolar  pulmonar  y de  la  hi- 
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pertensión  pulmonar  que  a veces  llegó  a ser  su- 
perior a la  sistémica. 

Las  pruebas  de  función  pulmonar  no  son  es- 
pecíficas de  cor  pulmonale  por  Schistosomiasis  ya 
que  pueden  ocurrir  en  pacientes  con  enfermedad 
vascular  pulmonar  de  cualquier  etiología. 

La  paciente  solo  tuvo  episodios  de  insuficiencia 
cardíaca  derecha  en  el  segundo  y tercer  trimestre 
de  su  tercero  y cuarto  embarazo  y en  los  últimos 
dos  años  no  ha  requerido  digital  ni  restricción 
dietética. 

Como  es  usual  en  estos  pacientes  no  había  cia- 
nosis, sin  embargo  la  saturación  de  oxígeno  de  la 
sangre  era  incompleta. 

En  el  segundo  paciente  (Sindrome  Cianótico) 
los  hallazgos  prominentes  eran  cianosis  y dedos  en 
forma  de  palillos  de  tambor  con  marcada  disminü- 
ción  en  la  saturación  del  oxígeno  arterial. 

La  presión  arterial  pulmonar  era  normal.  La 
cianosis,  deformidad  de  los  dedos,  la  hepatoesple- 
nomegalia,  la  policitemia  y las  pruebas  de  función 
hepática  anormales  fueron  desaparenciendo  gra- 
dualmente en  los  tres  años  sucesivos  a tratamiento. 
Estos  eventos  indican  la  reversibilidad  de  el  sin- 
drome cianótico.  La  biopsia  de  pulmón  corroboró 
la  imjrortancia  de  la  hipertensión  portal  para 
el  desarrollo  de  lesiones  a través  del  aumento  en 
las  comunicaciones  porto  pulmonares  en  los  casos 
con  hipertensión  portal  como  antes  había  esti- 
pulado Marchand  y colaboradores  y no  a través  de 
obstrucción  vascular  pulmonar  por  el  parásito  ni 
por  el  desarrollo  de  nuevas  colaterales  que  for- 
masen fístulas  de  derecha  a izquierda. 

Los  autores  prueban  que  el  sindrome  cianótico 
asociado  con  Schistosomiasis  puede  tener  la  misma 
patogenia  que  el  sindrome  cianótico  con  hiper- 
tensión portal  de  otras  causas. 

Ramón  E.  Figueroa,  M.D. 

THE  USE  OF  SODIUM  BICARBONATE  IN  THE 
TREATMENT  OF  ACUTE  BRONCHIAL  ASTH 
MA.  (El  Uso  de  Bicarbonato  de  Sodio  en  el  Trata- 
miento del  Asma  Bronquial  Aguda).  John  C. 
Mithoefer,  Richard  H.  Runser  and  Monroe  S. 
Karetzky;  New  Eng.  J.  Med.  272:  1200,  1965. 

La  insuficiencia  respiratoria  aguda  debido  al 
asma  bronquial  por  lo  general  responde  rápida- 
mente a tratamiento  con  epinefrina  u otros  bron- 
codilatadores. 


Algunos  pacientes,  sin  embargo,  no  resptonden 
favorablemente  al  tratamiento  usual.  La  mortalidad 
debido  al  asma  bronquial  ocurre,  por  lo  general, 
en  estos  últimos  pacientes. 

Durante  los  últimos  dos  años  los  autores  han 
tratado  con  éxito  seis  pacientes  con  asma  bronquial 
refractaria,  corrigiendo  la  acidosis  respiratoria  con 
bicarbonato  de  sodio  intravenoso.  El  artículo  da 
el  resumen  de  dos  de  estos  casos.  Estos  pacientes 
estaban  muy  enfermos  con  broncoespasmo  y aci- 
dosis respiratoria  severa  que  no  había  respondido 
a ninguna  otra  terapia,  hasta  que  el  bicarbonato  de 
sodio  fue  administrado.  La  mejoría  de  estos  pa- 
cientes fue  dramática  después ‘de  darles  bicarbonato. 

El  mecanismo  por  el  cual  la  corrección  de  la 
acidemia  mejora  el  broncoespasmo  se  desconoce. 
Este  tratamiento,  aunque  efectivo  en  estos  casos 
selectos,  no  está  indicado  en  todos  los  casos  de 
‘‘status  asthmaticus”,  pues  esta  condición  no  está 
asociada  a veces  con  acidosis  respiratoria. 

La  dosis  total  de  bicarbonato  usada,  depende 
no  solamente  de  la  severidad  de  la  acidosis,  depen- 
de también  del  nivel  de  bicarbonato. 

Cuando  no  hay  facilidades  de  laboratorio  para 
determinar  el  pH  arterial  y la  tensión  de  bióxido 
de  carbono,  los  autores  recomiendan  el  uso  de  90 
miliequivalentes  de  bicarbonato  de  sodio,  con  dosis 
subsiguientes  de  44  miliequivalentes  a intervalos 
de  15  a 30  minutos  hasta  que  se  observe  la  mejoría 
clínica. 

En  pacientes  que  tienen  niveles  de  cloruro 
bajos  en  el  suero,  debido  a la  compensación  renal 
que  ocurre  en  los  casos  con  acidosis  respiratoria, 
en  los  cuales  hay  pérdida  de  cloruro  en  la  orina, 
la  administración  de  bicarbonato  puede  causar 
una  alcalosis  metabólica  transitoria  que  responde 
a la  administración  de  cloruro. 

René  Silva,  M.D. 

SURVIVAL  AFTER  RESUCITATION  FROM 
CARDIAC  ARREST  IN  ACUTE  MYOCARDIAL 
INFARCTION.  (Sobrevivencia  después  de  resucita- 
ción para  paro  cardiaco  en  infarto  agudo  del  mio- 
cardio). James  S.  Robinson,  Graeme  Sloman,  Ti- 
mothy H.  Mathew  and  Alan  Goble.  Amer  Heart, 
69-740,  1965. 

El  autor  nos  presenta  los  resultados  obtenidos 
en  los  intentos  de  resucitación  en  38  pacientes  que 
desarrollaron  paro  cardiaco  con  infarto  del  miocar- 
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dio.  La  resucitación  fue  satisfactoria  en  17  pacien- 
tes, con  una  sobrevivencia  limitada  en  9 y prolon- 
gada en  8. 

Veinticuatro  de  los  pacientes  tratados  sufrieron 
fibrilación  ventricular,  incluyendo  este  grupo  los 
que  sobrevivieron  por  periodos  prolongados.  La 
asistolia  fue  responsable  del  paro  cardiaco  en  14 
pacientes  y en  este  grupo  no  hubo  sobrevivientes 
por  periodos  prolongados. 

De  los  8 pacientes  con  sobrevida  prolongada,  7 
no  demostraron  evidencia  de  compromiso  circula- 
torio, antes  del  paro  cardiaco.  La  conclusión  a la 
que  llegan  los  autores  es  que  la  resucitación,  en 
pacientes  con  infarto  del  miocardio,  cuando  se 
aplica  de  inmediato  conseguirá  generalmente  una 
supervivencia  prolongada  si  no  ha  habido  compro- 
miso circulatorio  antes  del  paro  cardiaco.  En  la 
mayoria  de  los  casos  se  puede  predecir  que  la 
resucitación  va  a fracasar  cuando  antes  del  paro 
cardiaco  ha  ocurrido  hiftotensión.  fallo  cardiaco  o 
shock  cardiogénico. 

Finalmente  se  recomienda  que  todos  los  hospita- 
les generales  estén  provistos  de  unidades  para  el 
manejo  de  pacientes  de  infarto  del  miocardio. 

Jorge  Oms,  M.D. 

(ASYMPTOMATIC  MILD  INTERMITTENT 
PROTENURIA)  . (Protenuria  Intermitente  Asin- 
tomática y Leve)  Rober  G.  Muth,  M.D.  front  the 
Dept,  of  Medicine,  University  of  Missouri,  School 
of  Medicine,  Kansas  City  Arch.  Intern.  Med.  II5: 
569,  1965. 

La  protenuria  intermitente,  asintomática  y leve 
se  ha  considerado  una  condición  benigna  tal  como 
la  protenuria  de  posición.  Por  esto  este  investiga- 
dor realizó  biopsias  renales  para  aclarar  la  condi- 
ción anterior. 

Se  escogieron  51  pacientes  para  este  estudio. 
Todos  llenaban  los  siguientes  requisitos: 

1.  Protenuria  de  no  más  de  75  mg.%  en  una 
muestra  casual  de  gravedad  específica  sobre 
1.018  y protenuria  no  más  de  500  mg.  en 
24  horas. 

2.  Protenuria  presente  en  no  más  de  siete  de 
diez  muestras  de  orina  concentrada. 

3.  Gravedad  específica  de  orina  sobre  1.024. 

4.  BUN  por  debajo  de  20  mg.% 

5.  Menos  de  3 RBC  ó WBC  (HPF)  y ausencia 


de  cilindros  blancos  o rojos  en  el  sedimento 
urinario. 

6.  Depuración  de  urea  sobre  75  cc/min. 

7.  Urograma  normal;  ausencia  de  enfermedad 
renal;  ausencia  de  enfermedad  sistémica  con 
complicaciones  renales,  y presión  arterial  me- 
nor de  140/90. 

Las  biopsias  renales  en  los  51  pacientes  revela- 
ron que  31  de  estos  o el  61%  tenían  lesiones  ana- 
tómicas específicas  de  los  glomérulos.  Doce  de  los 
pacientes  tenían  cambios  de  pielonefritis  crónica, 
otros  doce  más  tenían  cambios  de  glomulonefritis 
crónica,  cinco  tenían  cambios  de  glomerulonefritis 
proliferativa,  y dos  tenían  cambios  de  glomerulo- 
nefritis focal  y cuatro  pacientes  (8%)  demostraban 
cambios  no  específicos.  El  resto  de  los  16  pacientes 
demostraron  biopsias  renales  normales. 

A base  de  los  resultados  obtenidos  el  investi- 
gador concluye  que  la  única  forma  de  establecer  un 
diagnóstico  en  pacientes  con  protenuria  leve  e 
intermitente  y asintomática  es  mediante  la  biopsia 
renal  ya  que  los  hallazgos  clínicos  y las  pruebas  de 
función  renal  usuales  no  señalan  la  etiología  en 
la  mayoría  de  los  casos. 

Domingo  Cordero,  M.D. 

HYPOGLYCORRHACHIA  WITH  MENINGEAL 
CARCINOMATOSIS  REPORT  OF  TWO  CASES 
(Hipoglicorragia  con  Carcinomatosis  Meningual  in- 
forme de  dos  Casos)  Young  S.  Kim,  M.D.,  and 
Jerome  S.  Resnick,  M.D.  Ann.  Int.  Med.  63:115, 
1965. 

Los  autores  nos  presentan  dos  casos  de  tumor 
metastástico  a las  meninges  en  los  cuales  uno  de 
los  principales  hallazgos  de  laboratorio  lo  fue  un 
nivel  bajo  en  la  glucosa  del  líquido  cefalorraquí- 
deo. Carcinoma  de  mama  y melanoma  maligno, 
ambos  metastásticos  a las  meninges,  fueron  los  dos 
tumores  en  cuestión.  En  el  primero  el  diagnóstico 
se  hizo  mediante  citología  positiva  en  el  líquido, 
en  el  otro  se  llevó  a cabo  la  autopsia.  El  hallazgo 
de  niveles  bajos  de  azúcar  en  el  líquido  cefalorra- 
quídeo no  es  patognomónico  de  un  tumor  o grupo 
de  tumores  en  paticular  y si  secundario  al  envol- 
vimiento de  las  meninges  por  células  malignas. 
Llama  la  atención  el  hecho  de  que  en  pacientes 
en  los  cuales  los  síntomas  eran  poco  definidos  y no 
se  sospechaba  tumor  primario  extraneural,  azúcar 
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baja  en  el  líquido  era  uno  de  los  primeros  hallaz- 
gos. De  aquí  la  importancia  de  la  determinación 
de  glucosa  y citología  cuando  se  tenga  leve  sos- 
pecha de  malignidad. 

El  mecanismo  por  el  cual  en  estas  condiciones 
baja  el  azúcar  en  el  líquido  cefalorraquídeo  aún  no 
ha  sido  elucidado.  Estudios  cuantitativos  sugieren 
que  el  mecanismo  principal  es  una  alteración  en  la 
barrera  meníngea  trayendo  como  consecuencia  una 
disminución  de  la  velocidad  de  transporte  de  la 
glucosa.  Estudios  cuantitativos  en  vitro  han  des- 
cartado la  vieja  teoría  de  la  utilización  de  azúcar 
por  bacterias  y células. 

En  esta  misma  edición,  el  editorialista  comenta 
las  nuevas  teorías  del  transporte  de  glucosa.  La 
idea  de  que  el  intercambio  de  glucosa  se  deba  a 
difusión  pasiva  o simple  ya  no  es  factible.  En  la 
membrana  celular  existe  un  mecanismo  que  per- 
mite el  transporte  de  la  glucosa  activamente.  Esta 
hipótesis  presume  la  existencia  de  un  “portador” 
en  la  membrana  celular  que  se  combina  reversible- 
mente con  moléculas  lipo-insolubles.  Estudios  re- 
cientes en  animales  han  demostrado  claramente  lo 
arriba  expuesto.  Una  explicación  para  la  baja  en 
azúcar  en  las  meningitis  bacterianas  y neoplass- 
ticas  puede  ser  la  inhibición  ó alteración  del  “sis- 
tema de  transporte”  de  glucosa  por  productos 
metabólicos  del  proceso  patológico. 

Ramón  M.  Pórtela,  M.D, 

PERIPHERAL  NEUROPATHY  ASSOCIATED 
WITH  RHEUMATOID  ARTHRITIS.  A CLIN- 
ICAL AND  ELECTRODIAGNOSTIC  STUDY  OF 
CONSECUTIVE  RHEUMATOID  ARTHRITIS 
PATIENTS.  (Neuropatía  Periférica  Asociada  con 
Artritis  Reumatoidea.  Un  Estudio  Clínico  y Electro- 
dignostico  en  70  Pacientes  Consecutivos  de  Ar- 
tritis Reumatoidea):  Armin  E.  Good,  Robert  P. 
Christopher,  George  E.  Hoepke,  Leonard  F.  Nen- 
der,  and  Michael  E.  Tarter.  Ann.  Int.  Med.  63:87 , 
1965. 

Los  autores  estudiaron  en  forma  prospectiva  70 
pacientes  que  llenaban  los  requisitos  establecidos 
pwr  el  A.R.A.  — para  clasificarse  como  artritis  reu- 
matoidea definitiva  o clásica,  y que  fueron  admi- 
tidos al  Hospital  de  la  Administración  de  Veteranos 
en  el  período  comprendido  entre  el  1ro.  de  di- 
ciembre de  1960  y el  31  de  diciembre  de  1963. 
De  éstos,  53  fueron  admitidos  para  tratamiento  de 


artritis  reumatoidea  y los  otros  17  por  otros  proble- 
mas médicos  y quirúrgicos.  69  o 98%  eran  del 
sexo  masculino,  50  o 71%  tenían  nódulos  reuma- 
toideos,  y en  55  o 82%  se  demostró  la  presencia  del 
factor  reumatoideo  en  el  suero  usando  la  prueba  de 
floculación  de  bentonita.  La  edad  de  los  pacientes 
variaba  entre  los  26  a los  75  años,  con  una  edad 
medía  de  52  años,  y la  duración  de  la  enfermedad 
variaba  entre  6 meses  a 44  años,  con  una  duración 
promedio  de  8 años. 

En  el  historial  se  buscaban  síntomas  sugestivos 
de  neuropatía  periférica,  tales  como  adormecimien- 
to, parestesias,  dolor  radicular,  ect.  y se  hizo  un 
examen  neurológico,  principalmente  de  las  extre- 
midades, tanto  sensorial  como  motor.  Además  se 
midió  la  velocidad  de  conducción  motora  del  ner- 
vio peroneal  según  el  método  de  Lambert. 

Siete  de  los  pacientes  tenían  también  diabetes 
clínica,  y se  encontraron  16  pacientes  con  diabetes 
química.  La  edad  promedio  de  éstos  era  mucho 
mayor  que  la  de  los  demás  y se  encontró  que 
cuando  los  pacientes  diabéticos  se  pareaban  por 
edad  a los  demás  no  había  diferencia  alguna  en  la 
incidencia  de  neuropatía  en  unos  y en  otros. 

No  se  encontró  tampoco  relación  alguna  con 
drogas,  tales  como  los  corticosteroides.  En  9 pa- 
cientes en  los  cuales  se  le  practicó  autopsia,  de  13 
que  murieron,  no  se  encontró  evidencia  de  vas- 
culitis ni  de  amilodosis. 

Al  comparar  los  35  pacientes  que  no  eran  dia- 
béticos con  54  pacientes  controles  pareados  en 
edad,  se  encontró  un  exceso  notable  de  cambios 
neurológicos  en  los  pacientes  con  artritis  reuma- 
toidea. La  diferencia  mayor  fue  el  encontrar  ausen- 
cia del  reflejo  Aquiliano  bilateral  en  un  14%  de  los 
pacientes  con  artritis  reumatoidea  comparado  con 
un  2%  en  los  controles.  Los  síntomas,  sin  embargo, 
en  los  pacientes  eran  mínimos,  hasta  en  aquéllos 
que  presentaban  hallazgos  neurológicos  severos. 

Se  encontró  también  una  diferencia  significativa 
en  la  velocidad  de  conducción  motora  del  nervio 
peroneal,  siendo  mucho  más  lenta  en  los  pacien- 
tes con  artritis  reumatoidea  que  en  los  controles. 
Sin  embargo,  no  siempre  se  podían  correlacionar 
los  hallazgos  clectrodiagnósticos  con  los  hallazgos 
clínicos. 

Concluyen  los  autores  que  estos  hallazgos  pro- 
veen evidencia  adicional  de  que  una  neuropatía 
periférica  de  patogenesia  desconocida  está  frecuen- 
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teniente  asociada  con  artritis  reumatoidea. 

Russell  A.  Del  Toro,  M.D. 

AN  ORAL  TYROSINE  TOLERANCE  TEST  IN 
THYROTOXICOSIS  AND  MYXEDEMA.  (Urw 
Prueba  de  Tolerancia  de  Tirosina  Oral  en  Hiperti- 
roidismo  y Mixedema)  Richard  S.  Rivlin,  Kenneth 
L.  Melrnon  and  Albert  Sjoerdsma;  New  Eng.  Med. 
272:  1143,  1965. 

La  tolerancia  de  tirosina  oral  fue  estudiada  en 
35  pacientes  con  hipertiroidismo,  24  pacientes  eu- 
tiroides  y 12  pacientes  con  mixedema. 

En  pacientes  con  hipertiroidismo  la  concentra- 
ción de  tirosina  en  el  plasma  está  aumentada, 
mientras  que  la  concentración  de  otros  ácidos  ami- 
nados, con  excepción  de  ácido  glutámico,  está 
normal.  Además  en  estos  pacientes  el  nivel  má- 
ximo de  tirosina  en  el  plasma  después  de  recibir 
una  cantidad  de  tirosina  por  boca,  es  dos  o tres 
veces  más  alto  que  en  personas  normales. 

En  pacientes  hipotiroides  los  niveles  de  tiro- 
sina en  ayunas  y los  niveles  después  de  recibir 
tirosina  por  boca  están  más  bajos  que  los  valores 
en  pacientes  eútiroides.  Esta  tolerancia  anormal 
a tirosina  que  se  encuentra  en  pacientes  con  hiperti- 
roidismo no  está  influenciada  por  la  edad  o el  sexo 
del  paciente. 

Para  evaluar  la  especificidad  de  esta  prueba  se 
le  administró  tirosina  a pacientes  con  otras  con- 
diciones. Se  encontró  que  pacientes  con  enfermedad 
hepática  frecuentemente  tienen  niveles  anormales 
de  tirosina  en  el  plasma  en  ayunas  y después  de 
dárseles  tirosina  por  boca.  También  se  encontraron 
niveles  altos  de  tirosina  en  algunos  pacientes  que 
estaban  recibiendo  anticoagulantes  (Coumadin)  , y 
en  un  paciente  con  escorbuto. 

Valores  normales  de  tolerancia  a tirosina  se 
encontraron  en  el  embarazo,  pacientes  con  obesidad 
marcada,  hipertensión  y después  de  recibir  estró- 
geno  y yodo  exógeno. 

Los  autores  sugieren  que  la  prueba  de  toleran- 
cia de  tirosina  oral  puede  ayudar  en  la  evaluación 
clínica  y de  laboratorio  del  funcionamiento  de  la 
glándula  tiroide  en  ciertos  casos  escogidos. 

René  Silva,  M.D. 

AMMONIA  METABOLISM  AND  HEPATIC  CO 
MA  IN  HEPATOSPLENIC  SCHISTOSOMIASIS  - 


PATIENTS  STUDIED  BEFORE  AND  AFTER 
PORTOCAVAL  SHUNT.  (Metabolismo  del  Amo- 
niaco y Coma  Hepato  en  Schistosomiasis  He- 
pato-Esplénica  — Pacientes  Estudiados  Antes  y 
Después  de  Shunt  Porto-Caval)  Kenneth  Warren, 
M.  D.,  Gilberto  Reboticas,  M.D.,  and  Augusto 
Gentil,  M.D.  Bahia,  Brazil-Department  of  Medicine, 
University  of  Bahia  Ann.  Int.  Med.  62:1113,  1965. 

Diez  pacientes  con  Schistosomiasis  mansoni  he- 
pato-esplénica,  forma  compensada,  los  cuales  tu- 
vieron episodios  de  hematemesis,  se  estudiaron 
antes  y después  de  efectuarse  shunts  porto-siste- 
micos. 

Todos  ellos  estaban  en  buenas  condiciones  fí- 
sicas y sin  estigmas  de  enfermedad  crónica  hepá- 
tica, excepto  por  la  hepatoesplenomegalia.  Todos 
ellos  tenían  extensa  circulación  colateral  porto-sisté- 
mica  y sus  pruebas  funcionales  hepáticas  eran  rela- 
tivamente normales,  con  un  promedio  de  albúmina 
y bilirubina  total  séricas  de  4.0  gm%  y 8 mg%  res- 
pectivamente y una  retención  de  Bromosulftalina 
promedio  de  7.6%. 

A todos  estos  pacientes  se  les  hizo  pruebas  de 
tolerancia  al  amoníaco  antes  y después  del  shunt 
porto-caval.  Antes  de  la  operación,  los  resultados 
promedios  de  las  pruebas  de  tolerancia  al  amo- 
niaco fueron  solo  levemente  anormales,  y en  al- 
gunos pacientes  individuales,  dentro  de  los  limites 
normales.  Una  dieta  alta  en  proteínas  a la  cual 
se  le  añadió  cloruro  de  amonio,  tuvo  poco  efecto 
en  la  concentración  venosa  medida  a diferentes  in- 
tervalos durante  el  día.  La  respuesta  después  de 
una  hora  de  infusión  intravenosa  de  cloruro  de 
amonio  fue  similar  a la  obtenida  en  un  grupo  de 
sujetos  normales  previamente  estudiados. 

Después  del  shunt  porto-caval  la  función  hepá- 
tica se  deterioró,  y todas  las  pruebas  de  tolerancia 
al  amoníaco  se  volvieron  marcadamente  anormales. 

Antes  del  shunt  porto-caval,  no  se  observó  en 
ningún  caso,  signos  de  pre-coma  o coma  hepático 
durante  las  pruebas  de  tolerancia  al  amoníaco.  Des- 
pués de  cirugía,  signos  de  pre-coma  fueron  obser- 
vados solo  en  aquellos  pacientes  que  estuvieron 
por  varios  días  en  una  dieta  alta  en  proteínas  con 
suplementos  de  cloruro  de  amonio.  No  se  observa- 
ron cambios  significativos  durante  la  infusión  in- 
travenosa de  cloruro  de  amonio,  a pesar  de  que  las 
concentraciones  arteriales  de  amoníaco,  fueron 
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cuatro  veces  más  altas  que  aquellas  que  se  obtu- 
vieron durante  el  régimen  alto  en  proteínas. 

Por  los  resultados  arriba  mencionados,  los 
autores  concluyen  que  parece  ser  que  la  concentra- 
ción excesiva  de  amonio  en  la  sangre  está  menos 
relacionada  a los  shunts  naturales  extra-hepáticos 
portosistémicos,  y que  el  coma  hepático  es  una  fun- 
ción de  tiempo  al  igual  que  la  concentración  de 


amoníaco.  Finalmente,  dado  el  hecho  conocido  de 
que  los  pacientes  con  Schistosomiasis  hepato-es- 
plénica  compensados,  toleran  bien  los  episodios 
hemorrágicos,  los  autores  recomiendan  que  el  uso 
quirúrgico  de  shunts  porto-sistémicos  sea  cuidado- 
samente reevaluado  en  esta  condición  y que  otros 
métodos  de  tratamiento  deben  de  ser  vigorosamente 
investigados. 


Esteban  Linares,  M.D. 


NOTICIAS 


Locales 

Programa  de  la  Convención  Anual 

Miércoles  10  de  noviembre 
a.m.  Presidirá  ej  Dr.  Andrés  E.  Solazar 

9:00  a.m.  PERIMETRY  - USEFUL  OR  A NUI- 
SANCE, Walter  Kleis,  M.D. 

9:20  a.m.  NECROTIZING  VASCULITIS-PRES 
ENTATION  OF  CASE,  David  Ra- 
mirez Santoni,  M.D.,  Lorenzo  Calindo. 
M.D. 

9:40  a.m.  PSYSHOLOGICAL  EVENTS  DUR- 
ING PREGNANCY,  Augusto  J.  Es 
quibel,  M.D. 

10:10  a.m.  EPILEPTIC  HEADACHES,  Luis  P. 

Sánchez  Longo,  M.D.,  Luis  González 
Saldana,  M.D. 

10:40  a.m.  ANTIBODY  RESPONSES  IN  SE- 
RIOUS BACTERIAL  DISEASES,  Paul 
A.  Bunn,  M.D. 

11:10  a.m.  UPPER  C.  1.  BLEEDING  IN  THE 
NEWBORN,  Simón  Piovanetti,  M.D. 

11:30  a.m.  BIOLOGICAL  PRINCIPLES  OF 
WOUND  HEALING,  Erie  E.  Peacock, 
J.,  M.D. 

p.m.  Presidirá  el  doctor  Germán  Malaret 

2:00  p.m.  HYPOSENSITIZATION  TREATMENT 
TO  COLICOIDES  FURES  ALLERGY 
- PRESENTATION  OF  A CASE  AND 
IMMUNOLOGICAL  STUDIES,  Fer 
nando  Machuca,  M.D. 

2:15  p.m.  PERITONEAL  DIALYSIS  THERAPY 
FOR  RENAL  FAILURE,  Kevin  C.  Ba 
rry,  M.D. 

2:35  p.m.  ALLERGY  TO  COCKROACHES,  An 
gel  M.  Marchand,  M.D. 

2:55  p.m.  THE  SURVIVAL  OF  MALES  WITH 
LUNG  CANCERS  RESECTED  AS 
SOLITARY  PULMONARY  NODULES. 
John  D.  Steele,  M.D. 


3:20  p.m.  THE  ETIOLOGY  OF  A DIARRHEAL 
OUTBREAK  IN  CIDRA,  Julio  1.  Co 
lón,  M.D. 

3:40  p.m.  EXTENSIVE  CLINICAL  EVALUA 
TION  OF  A HIGHLY  ATTENUATED 
MEASLES  VACCINE,  Anton  J.  F. 
Schwarz,  M.D. 

4:05  p.m.  MURINE  TYPHUS  IN  PUERTO  RI- 
CO - DESCRIPTION  OF  TWO 
CASES,  Victor  H.  Segarra,  M.D. 

4:25  p.m.  CURRENT  STATUS  OF  THE  Rh 
FACTOR,  Carroll  L.  Witten,  M.D. 
p.m.  Presidirá  el  doctor  ELI  A.  RAMIREZ 

8:00  p.m.  THE  TREATMENT  OF  OPERATIVE 
BREAST  CANCER  AS  CORRELATED 
WITH  ITS  PATHOLOGY,  Lauren  V. 


Ackerman,  M.D. 

8:30  p.m.  BASES  FARMACOLOGICAS  DEL  EM- 
PLEO DE  LOS  DIGITALICOS,  Ra 
fael  Méndez,  M.D. 

9:00  p.m.  PHYSICAL  EXAMINATION  OF  THE 
HEART,  Louis  A.  Soloff,  M.D. 

9:30  p.m.  OF  LAW  AND  THE  MENTALLY 
ILL,  Larry  Alan  Bear,  L.L.B. 

10:00  p.m.  ASPECTOS  PSICOSOMATICOS,  Juan 
J.  López  Ibor,  M.D. 


Jueves  11  de  noviembre 
a.m.  Presidirá  el  Dr.  Fernando  A.  Battle 

9:00  a.m.  ADVANCES  IN  CLINICAL  SCINTIL- 
LATION SCANNING,  A.  L.  Rodriguez 
Rosado,  M.D.,  Lillian  Conde,  M.D. 

9:20  a.m.  MODERN  CONCEPTS  IN  RETINO 
BLASTOMA,  Charles  Lee,  Jr.  M.D. 

9:40  a.m.  CLINICAL  EVALUATION  OF  ROU- 
TINE CERVICAL  VAGINAL  CYTO 
LOGY,  Fernando  J.  Montilla,  M.D., 
David  H.  Chafey,  M.D. 

10:00  a.m.  PYURIA  IN  ACUTE  INFANTILE 
DIARRHEA,  FREQUENCY  AND  SIG- 
NIFICANCE, Osvaldo  González-Alvarez, 
M.D. 
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Each  capsule*  contains:  Hyoscyamine  Sulfate,  0.30  mg.;  Atropine 
Sulfate.  0.06  mg.;  Hyoscine  Hydrobromide.  0.02  mg.;  Phenobarbital, 
45  mg.  (Barbituric  Acid  derivative;  Warning:  May  be  habit  forming). 


GIVE  THE  GUT 
A STRESS-LESS 
DAY  WITH 


Meu) 

HybePIieri-IjA 

‘TRICKLE  RELEASE”  CAPSULES 


With  a single  new  Hybephen-LA  Cap- 
sule you  can  now  give  a stress-less  and 
spasm-free  day  to  the  irritable  patient 
complaining  of  a growling  gut.  That’s 
because  new  Hybephen-LA  “trickle  re- 
leases” anti-spasmodic/sedative,  anti- 
cholinergic and  antisecretory  medica- 
tions over  a 10-  to  12-hour  period. 

“Trickle  release”  is  a unique  prin- 
ciple assuring  medication  over  a long 
span  and,  importantly,  maintaining 
blood  levels  within  the  therapeutic  range 
for  optimum  activity.  There  are  no 
peaks  and  valleys  with  “trickle  release” 
Hybephen-LA. 

This  is  how  Hybephen-LA  works: 
the  capsule  contains  many  tiny  beads  of 
active  medication  to  provide  “multiple 
site”  absorption.  Sufficient  active  medi- 
cation is  released  immediately  to  estab- 
lish optimum  effective  blood  levels. 
Then  throughout  the  next  7 hours  the 
contents  are  “TRICKLE  RELEASED” 
to  provide  the  desired  therapeutic  result 


for  10  to  12  hours.  Used  as  directed, 
overdosage  does  not  occur  with  the 
“trickle  release”  system.  Side  effects 
caused  by  rise  and  fall  in  drug  dosage 
and  patient  response  are  eliminated. 

Write  new  Hybephen-LA  “trickle 
release”  Cap.sules  for  your  next  patient 
whose  gut  needs  a stress-less  day! 

Dosaec:  One  capsule  morning  and  night. 
.Supplied:  Bottles  of  100  and  1000  pink  and 
clear  capsules. 

Caution:  Do  not  exceed  recommended  dos- 
age. Discontinue  if  dryness  of  mouth,  rapid 
pulse,  dizziness  or  blurring  of  vision  occurs. 
Not  for  frequent  or  prolonged  use. 

Warning:  Not  to  be  u.sed  by  persons  having 
glaucoma  or  exces.sive  pressure  within  the 
eye,  or  by  children  under  12  years  of  age, 
unless  so  determined  by  the  physician. 
•Manufactured  by  special  process  under  U.S. 
Patent  Nos.  2,736,682;  2.809,916;  2,809,917; 
2,809,918  and  patents  pending. 

THE  S.  L MASSENGILL  COMPANY 

Bristol,  Tennessee 


Because  it  is  more  resistant  to  disintegration,  has  a lower  renal  clearance  rate  than  earlier 
tetracyclines'  ...a  favorable  depot  effect  resulting  from  protein  binding  and  greater  mg. 
potency .. .all  giving  higher,  sustained  in  vivo  activity  which  continues  long  after  the 


Effective  in  a wide  range  of  everyday  infections  — respiratory,  urinary  tract  and  others  — in  the  young  and  aged  — the 
acutely  or  chronically  ill— when  the  offending  organisms  are  tetracycline-sensitive. 

Side  Effect*  typical  of  tetracyclines  which  may  occur:  glossitis,  stomatitis,  proctitis,  nausea,  diarrhea,  vaginitis,  derma- 
titis. overgrowth  of  nonsusceptible  organisms.  Also:  photodynamic  reaction  (making  avoidance  of  direct  sunlight  advis- 
able) and.  very  rarely,  anaphylactoid  reaction.  Reduce  dosage  in  impai^'ed  renal  function.  The  possibility  of  tooth 
discoloration  during  development  should  be  considered  in  administering  any  tetracycline  in  the  last  trimester  of  preg- 
nancy. in  the  neonatal  period,  and  in  early  childhood.  Capsules.  150  mg.  and  75  mg.  of  demethylchlortetracycline  HCI. 
Average  Adult  Daily  Dosage:  150  mg.  q.i.d.  or  300  mg.  b.i.d.  1.  Kunin,  C.  M.;  Dornbush,  A.  C.,  and  Finland.  M,:  Dist'’ibu- 
tion  and  Excretion  of  Four  Tetracycline  Analogues  in  Normal  Young  Men.  J.  Clin.  Invest.  38:1950  (Nov.)  1959. 
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Lederle  Laboratories  Dept. 
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...and  in  previously  treated 
hypertensive  patients... 


Don’t  you  even  want  to  try  it,  Doctor? 


Regrotoir 

Composition:  Each  tablet  contains  chlorthalidone. 
50  mg.,  and  reserpine.  0,25  mg. 

Contraindications:  History  o(  mental  depression, 
hypersensitivity,  and  most  cases  of  severe  renal 
or  hepatic  diseases. 

Warning:  Discontinue  2 weeks  before  general 
anesthesia,  1 week  before  electroshock  therapy, 
and  if  depression  or  peptic  ulcer  occurs. 
Precautions:  Reduce  dosage  of  concomitant  anti- 
hypertensive agents  by  one-half.  Discohtinue  if 
the  BUN  rises  or  liver  dysfunction  is  aggravated. 
Electrolyte  Imbalance  and  potassium  depletion 
may  occur;  take  particular  care  in  cirrhosis  or 


Uh-huh. 


...reducing  mean  arterial  pressure 
from  135  to  112  mm.  Hg. 


I've  already  got  eleven  patients 
doing  fine  on  Regroton. 


Superior  to  other  antihypertensives 
in76  of  oO  patients  in  a 2-year  study* 


severe  ischemic  heart  disease,  and  in  patients 
receiving  corticosteroids,  ACTH,  or  digitalis.  Salt 
restriction  is  not  recommended.  Use  with  caution 
in  patients  with  ulcerative  colitis,  gallstones,  or 
bronchial  asthma. 

Side  Ellects:  Nausea,  vomiting,  diarrhea,  muscle 
cramps,  headaches  and  dizziness.  Potential  side 
effects  include  angina  pectoris,  anxiety,  depres- 
sion, drowsiness,  hyperglycemia,  hyperuricemia, 
lassitude,  leukopenia,  nasal  stuffiness,  nightmare, 
purpura,  urticaria,  and  weakness. 

For  full  details,  see  the  complete  prescribing 
information. 


Regroton  improved  response 
in  76  out  of  80... 


Why  didn’t  you  say  so  in  the 
first  place? 


Geigy 

Average  Dosage:  One  tablet  dally  with  breakfMt 
Availability:  Bottles  of  100  and  1000  tablets. 

'Chupkovich.  V.;  Finnerty,  F.  A.,  Jr.,  and 
Kakaviatos,  N.:  The  value  of  chlorthalidone  plus 
reserpine  in  moderately  severe  and  severe  hyper- 
tension; A two  year  study.  Presented  at  the  7th 
Inter-American  Congress  of  Cardiology,  Montreal. 
June  14-19, 1964. 

Geigy  Pharmaceuticals 

Divisioh  of  Geigy  Chemical  Corporation  (m 

Ardsley,  New  York  RE-3455 


Instrucciones  para  los  Autores: 

El  Boletín  acepta  para  su  publicación 
artículos  relativos  a medicina  y cirugía  y las 
ciencias  afines.  Igualmente  acepta  artículos 
especiales  y correspondencia  que  pudiera  ser 
de  interés  general  para  la  profesión  médica. 

El  artículo,  si  se  aceptara,  será  con  la  con- 
dición de  que  se  publicará  únicamente  en  esta 
revista. 

Para  facilitar  la  labor  de  revisión  de  la 
Junta  Editora  y del  impresor,  se  requiere  de 
los  autores  que  sigan  las  siguientes  instruc- 
ciones: 

a)  Los  trabajos  deberán  estar  escritos  a 
máquina  a doble  espacio  y por  un  solo  lado  de 
cada  página,  en  duplicado  y con  amplio  mar- 
gen. 

b)  En  página  separada  debe  incluirse  lo 
siguiente:  título  (no  excediendo  de  80  letras  y 
espacios),  nombre  del  autor  (es),  institución 
y dirección  postal  del  autor. 

c)  Artículos  referentes  a resultados  de 
estudios  clínicos  o investigaciones  de  laborato- 
rio deben  organizarse  bajo  los  siguientes  en- 
cabezamientos: (1)  introducción,  (2)  material 
y métodos,  (3)  resultados,  (4)  discusión,  (5) 
resumen  (en  español  e inglés),  y (6)  refe- 
rencias. 

d)  Artículos  referentes  a estudios  de  casos 
aislados  deben  organizarse  en  la  siguiente  for- 
ma: (1)  introducción,  (2)  observaciones  del 
caso,  (3)  discusión,  (4)  resumen  (en  español 
e inglés),  (5)  referencias. 

e)  Las  tablas,  notas  al  calce  y leyendas 
deben  aparecer  en  hojas  separadas. 

f)  Si  un  artículo  ha  sido  leído  en  alguna 
reunión  o congreso,  así  debe  hacerse  constar 
como  una  nota  al  calce. 

g)  Deben  usarse  los  nombres  genéricos  de 
los  medicamentos.  Podrán  usarse  también  los 
nombres  comerciales,  entre  paréntesis,  si  así 
se  desea. 

h)  Se  usará  con  preferencia  el  sistema 
métrico  de  pesos  y medidas. 

i)  Las  fotografías  y microfotografías  se 


someterán  como  copias  en  papel  de  lustre  sin 
montar.  Los  dibujos  y gráficas  deben  prepa- 
rarse a tinta  negra  y en  papel  blanco.  Todas 
las  ilustraciones  deben  estar  numeradas  (nú- 
meros arábigos)  e indicar  la  parte  superior 
de  las  mismas.  Debe  escribirse  una  leyenda 
para  cada  ilustración. 

i)  Las  referencias  deben  ser  numeradas 
sucesivamente  de  acuerdo  con  su  aparición  eri 
el  texto.  Los  siguientes  ejemplos  pueden  servir 
de  modelo: 

6.  Koppisch,  E.  Pathology  of  arterios- 
clerosis. Bol.  Asoc.  Med.  P.  Rico  46: 
505,  1954.  (artículo  de  revista). 

4.  Wintrobe,  M.  M.  Clinical  Hematology, 
3rd  Ed.  Lea  and  Febiger,  Philadel- 
phia, 1952,  p.  67.  (libro). 

Deben  usarse  solamente  las  abreviaturas  in- 
dicadas en  el  Cumulative  Index  Medicus  que 
publica  la  Asociación  Médica  Americana. 

Instructions  to  Authors: 

The  Boletín  will  accept  for  publication  con- 
tributions relating  to  the  various  areas  of  me- 
dicine surgery  and  allied  medical  sciences. 
Special  articles  and  correspondence  on  sub- 
jects of  general  interest  to  physicians  will  also 
be  accepted.  All  material  is  accepted  with  the 
understanding  that  it  is  to  be  published  solely 
in  this  journal. 

In  order  to  facilitate  review  of  the  article 
by  the  Editorial  Board  and  the  work  of  the 
printer,  the  authors  must  conform  with  the 
following  instructions: 

a)  The  entire  manuscript,  including  legends 
and  references,  should  be  typewritten  double- 
spaced in  duplicate  with  ample  margins. 

b)  A separate  title  page  should  include  the 
following:  title  (not  to  exceed  80  characters 
and  spaces),  author’s  name  (s) ; institution, 
and  author’s  mailing  address. 

c)  Articles  reporting  the  results  of  clinical 
studies  or  laboratory  investigation  should  be 


organized  under  the  following  headings:  (1) 
introduction,  (2)  material  and  methods,  (3) 
results,  (4)  discussion,  (5)  summary  in  En- 
glish and  Spanish,  (6)  references. 

d)  Case  reports  will  include  (1)  introduc- 
tion, (2)  description  of  the  case,  (3)  discus- 
sion, (4)  summary  in  English  and  Spanish, 
(5)  references. 

e)  Tables,  footnotes  and  legends  to  figures 
should  appear  in  separate  sheets. 

f)  If  the  paper  has  been  presented  at  a 
meeting,  the  place  and  date  should  be  stated 
as  a footnote. 

g)  Generic  names  of  drugs  should  be  used. 
Trade  names  may  also  be  given  in  parenthe- 
sis, if  desired. 

h)  Metric  units  of  measurement  should  be 
used  preferentially. 


i)  Photographs  and  photomicrographs 
should  be  submitted  as  glossy  prints,  unmount- 
ed. Drawings  and  graphs  should  be  made  in 
black  ink  on  white  paper.  All  illustrations 
should  be  numbered  (Arabic)  and  the  top 
indicated.  A legend  should  be  given  for  each. 

j)  References  should  be  numbered  serially 
as  they  appear  in  the  text.  The  following  form 
will  be  used: 

6.  Koppisch,  E.  Pathology  of  arterios- 
clerosis. Bol.  Asoc.  Med.  P.  Rico  46: 
505,  1954.  (for  journal  articles). 

4.  Wintrohe,  M.  M.  Clinical  Hematology, 
3rd  Ed.  Lea  and  Febiger,  Philadel- 
phia, 1952,  p.  67,  (for  books). 
Abreviations  will  conform  to  those  used  in  the 
Cumulative  Index  Medicus,  published  by  the 
American  Medical  Association. 
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10:20  a.ra.  AUTOGENOUS  VEIN  GRAFTS  IN 
THE  TREATMENT  OF  PERIPH 
ERAL  ARTERIAL  OCCLUSIVE  DIS 
EASE,  Efrain  A.  Defendini,  M.D. 
10:40  a.m.  TRANSFEMORAL  AORTOGRAPHY, 
Alberto  Cruz-Landrón,  M.D.,  Manuel 
Etienne  Otañé,  M.D.,  S.  Monserrate- 
Costa,  M.D.,  C.  Guzmán  Acosta,  M.D., 
Héctor  M.  Vallés,  M.D. 

11:00  a m.  SOME  THOUGHTS  ABOUT  ‘ EMER- 
GENCY IN  PSYCHIATRY,  Augusto  J. 
Esquibel,  M.D. 

11:30  a.m.  PREVENTION  OF  ACUTE  RENAL 
FAILURE:  THE  ROLE  OF  MAN 
NITOL  AND  HYDRATION,  Kevin 
G.  Barry,  M.D. 

Presidirá  el  doctor  JOSE  E.  LOPEZ 
2:00  p.m.  EARLY  MANAGEMENT  OF  INJU 
RIES  OF  THE  HAND,  Erie  E.  Peacock, 
Jr.,  M.D. 

2:25  p.m.  PHARMACOLOGIC  PROPERTIES  OF 
NEW  ANTBIOTICS,  Paul  A.  Bunn. 
M.D. 

2:50  p.m.  PULMONARY  ALVEOLAR  PRO 
TEINOSIS:  DIAGNOSIS  AND  TREAT- 
MENT, José  Ramírez  Rivera,  M.D. 
3a5  p.m.  CLINICAL  PHARMACOLOGY  AND 
HUMAN  EXPERIMENTATION  IN 
CANCER  RESEARCH,  Fred  W.  Love. 
M.D. 

3:40  p.m.  CARCINOMA  OF  THE  FLOOR  OF 
THE  MOUTH,  José  N.  Correa,  M.D. 
3:55  p.m.  THE  PLACE  OF  LYMPHANGIO- 
ADENOGRAPHY  IN  CANCER  DIAG- 
NOSIS AND  TREATMENT.  Felipe  N. 
de  Jesús,  M.D. 

4:10  p.m.  RADIOTHERAPY  OF  CARCINOMA 
OF  THE  UTERINE  CERVIX,  Victor 
Marcial,  M.D. 

4:30  p.m.  COMMON  ERRORS  IN  THE  DIAG- 
NOSIS OF  THE  BONE  NEOPLASMS, 
Lauren  V.  Ackerman,  M.D. 

Viernes  12  de  noviembre 
a.m.  Presidirá  el  Dr.  C.  José  Ferraiolli 

9:00  a.m.  PYLORIC  STENOSIS  SECONDARY 
TO  CORROSIVE  GASTRITIS,  Félix 
S.  Vilella,  M.D.,  José  H.  Amadeo,  M.D. 
9:15  a m.  SERUM  FILTER  PAPER  ELEC- 
TROPHORESIS IN  CLINICAL  PRAC 


TICE,  R.  Menéndez  Corrada,  M.D., 
Esther  Belaval,  M.S.,  Amina  R.  de  Sa- 
las, M.T.,  M.S. 

9:35  a m.  THE  CIRCUMOVAL  PRECIPITIN 
TEST  IN  SCHISTOSOMIASIS  MAN 
SONI  - A STUDY  OF  400  PATIENTS. 
R.  Rodriguez  Molina,  M.D.,  José  Oliver 
González,  Ph.D.,  Amina  Rivera  de  Sa- 
las, M.T.,  M.S. 

9:55  a.m.  CORRELATION  OF  DIET,  SOCIO 
ECONOMIC  FACTORS  AND  SERUM 
CHOLESTEROL  IN  PUERTO  RICAN 
VETERANS,  Eli  A.  Ramirez,  M.D.,  P 
H.  Garcia  Pont,  M.D. 

10:15  a.ra.  PRESENTATION  OF  TWO  UN- 
USUAL X-RAY  CASES,  L.  Ehrlich 
M.D. 

10:35  a.m.  WHY,  WHEN  AND  HOW  OF  CO 
LOSTOMY  FOR  BOWEL  TRAUMA. 
Lyndon  E.  Lee,  Jr.,  M.D. 

11:00  a m.  CLINICOPATHOLOGIC  CONFER 
ENCE,  Louis  A.  Soloff,  M.D.,  G. 
Ramirez  de  Arellano,  M.D. 

Presidirá  el  doctor  AMAURY  CAPELL,-\ 

2:00  p.m.  CIRCULATORY  EFFECTS  OF  RES 
PIRATORY  ACIDOSIS  AND  AL 
KALOSIS,  Leonard  W.  Fabian,  M.D. 

2:25  p.m.  DECONDITIONING,  Eduardo  Buso. 
M.D. 

2:45  p.m.  THE  REHABILITATION  MANAGE 
MENT  OF  THE  CARDIAC  PATIENT. 
William  J.  Erdman  II,  M.D. 

3:10  p.m.  CHOLESTEROL  - FACT  OR  FIC 
TION,  Carrol  L.  Witten,  M.D. 

3:35  p.m.  RADIOGRAPHIC  ASSESSMENT  OF 
CURABLE  RENOVASCULAR  HY- 
PERTENSION, Kurt  Amplatz,  M.D. 

4:00  p.m.  PULSATILE  BLOOD  FLOW  IN 
HEALTH  AND  DISEASE,  William  R. 
Milnor,  M.D. 

4:25  p.m.  DIABETIC  RETINOPATHY.  ITS 
TREATMENT  WITH  HYPOPH- 
YSEAL STALK  SECTION  AND  PRO 
TON  BEAM  IRRADIATION,  José  A. 
Berrocal,  M.D. 

4:45  p.m.  ADAPTATION  TO  EXERCISE  IN 
ANGINA  PECTORIS:  THE  WARM 
UP  AND  WALK-THROUGH  PHE- 
NOMENA. Albert  A.  Kattus,  Jr.  M.D. 

8:00-10:00  p.m.  Panel:  NARCOTICOS,  Ramón 
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Fernández  Marina,  M.l)..  — Mante- 
nedor, Rev.  Jaime  Capó,  Larry  Alan 
Boa,  L.L.B.,  Juan  José  López  Ibor, 
M.D.,  Efrén  Ramírez,  M.D.,  Henry 
Brill,  M.D. 

Esta  sesión  está  abierta  al  público.  Extende- 
mos invitación  a las  esposas  de  los  médicos,  en- 
fermeras, trabajadores  sociales,  técnicos  de  Rayos- 
X y de  laboratorio,  abogados  y otros  profesiona- 
les y a toda  otra  persona  interesada. 

Sábado  13  de  noviembre 
a.m.  Presidirá  el  Dr.  Adán  Nigaglioni 

9:00  a.m.  THERAPY  IN  MULTIPLE  MYELO 
MA,  Norman  Maldonado,  M.D.  Enri- 
que Pérez  Santiago,  M.D.,  Jenaro  Had- 
dock, M.D. 

9:20  a.m.  THE  EFFECT  OF  CARISOPRODOL 
(SOMA)  ON  BLOOL  PRESSURE 
AND  CARDIAC  WORK,  Pura  Suárez 
de  Roldán,  M.D.,  Ph.D. 

9:40  a.m.  PRIMARY  ALDOSTERONISM:  RE 
PORT  OF  A CASE,  Lillian  Haddock, 
M.D.,  Félix  Tristani,  M.D.,  Francisco 
Aguiló,  M.D. 

10:00  a m.  CONCEPTOS  RECIENTES  SOBRE 
LA  FARMACOTERAPIA  DE  LAS 
ARRITMIAS,  Rafael  Méndez,  M.D. 
10:45  a.m.  ESTUDIOS  DE  LA  DIARREA  IN- 
FANTIL: (1)  VALORACION  DE 

CIERTOS  FACTORES  DETERMI- 
NANTES DEL  DESEQUILIBRIO  ACI- 
DO-BASICO, Carmen  Lugo  de  Rivera, 
M.D.,  Ramón  Torres  Pinedo,  M.D. 
11:05  a.m.  EXPERIMENTAL  AND  CLINICAL 
RESULTS  OF  EX-VIVO  LIVER  PER 
FUSION  IN  HEPATIC  COMA,  Leo 
Cuello  Mainardi,  M.D.,  Enrique  Váz- 
quez Quintana,  M.D.,  Francisco  L.  Raf- 
fucci,  M.D. 

11:25  a.m.INTRAUTERINE  PRENATAL  EXCH 
ANGE  TRANSFUSSION  FOR  RH  IN 
COMPATIBILITY,  Stanley  H.  Asen 
cio,  M.D.,  Juan  B.  Figueroa  Longo, 
M.D.,  Iván  Pelegrina  Sariego,  M.D. 
Enero  21-23,  1966  — Convención  Anual  de  la 
Sociedad  Médica  del  Distrito  Occidental 
Feb.  22-26,  1966  — Conveción  Anual  del  Capítulo 
de  P.  R.  del  Colegio  Americano  de  Cirujanos 


Abril  25-29,  1966  — Primer  Congreso  de  Medi- 
cina .Física  y Rehabilitación  del  Caribe,  Ho- 
tel San  Juan,  San  Juan,  P.  R. 

RESIDENCIA  EN  MEDICINA  INTERNA 
El  Dr.  J.  Chaves-Estrada  informa  que  existen 
vacantes  para  residentes  de  primero  y segundo 
año  en  medicina  interna  en  el  Hospital  de 
Veteranos  de  San  Juan.  Este  programa  está  acre- 
ditado por  el  “American  Board  of  Internal 
Medicine”  y^  es  supervisado  por  el  Comité  del 
Decano  de  la  Escuela  de  Medicina  de  la  Uni- 
versidad de  Puerto  Rico.  El  estipendio  anual  es 
de  $4,541  a $5,381. 

El  Gobierno  Estatal  acepta  esta  residencia  co- 
mo equivalente  a los  servicios  requeridos  por 
los  contratos  firmados  al  otorgarse  las  becas  pa- 
ra estudios  de  medicina. 

Para  más  informes  diríjase  al  Dr.  Eli  A.  Ramírez, 
Jefe,  Servicio  de  Medicina,  Hospital  de  Vetera- 
nos, Ponce  de  León  520,  San  Juan,  P.  R. 

Nacionales 

Group  Practice  The  American  Medical  Associa- 
tion has  published  a booklet  entitled  Group 
Practice,  Guidelines  to  Forming  or  Joining  a 
Medical  Group.  Any  physician  interested  in 
having  this  blooklet  can  write  to: 

Mr.  John  A.  Rowland 
American  Medical  Association 
535  North  Dearborn  Street 
Chicago,  Illinois  60610 

Audio  • Digest  Issues  — New  Library  of  Tape 
Recordings 

National  Tuberculosis  Association  The  1966  An- 
nual Meeting  of  the  American  Thoracic  As- 
sociation will  be  held  in  San  Francisco,  Cali- 
fornia From  May  23  to  May  25,  1966. 

Internacionales 

Oct.  23-29,  1966  IX  International  Cancer  Congress, 
Tokyo,  . Japan.  A charter  flight  and  several 
group  flights  are  contemplated,  thus  substantial- 
ly reducing  the  cost  of  transportation.  Mem- 
bers of  the  immediate  family  of  congress  par- 
ticipants will  be  eligible.  Anyone  interested 
should  comunícate  with  Hirsch  Marks,  M.D., 
435  East  57th  Street,  New  York  22,  N.  Y. 
Agosto  20-25,  1966  Noveno  Congreso  Internacional 
de  Enfermedades  del  Tórax 


Boyle  & Company  están  al 
alcance  de  todos  los  médicos 
y farmacéuticos  de  Puerto 
Rico. 


Boyle  & Company  usa  solamente  los  mejores 
materiales  en  la  elaboración  de  sus  productos  y 
ejerce  un  firme  y cuidadoso  control  desde  las 
etapas  iniciales  hasta  el  envasamiento. 


Para  beneficio  de  su  clien- 
tela — y el  suyo  propio  — 
recomiende  el  uso  de  los 
prestigiosos  productos  far- 
macéuticos de  Boyle  & 
Company 


Distribuidores  en  Puerto  Rico: 
E.  & O. 


Manufacturers  Representatives 
Teniente  César  González  484 
Hato  Rey.  P.  R.  Tel.  767-7641 


cuando  la  infección  es  alarmante 
. . . y los  análisis  de  laboratorio  no  han  llegado  aun 

Kefliri 

(Cefalotina,  Lilly) 

para  el  tratamiento  antibiótico  inicial 

• Bactericida 

• Amplio  espectro 

• No  exhibe  resistencia  cruzada 

• Muy  bien  tolerado, 
aun  en  los  casos  de 
insuficiencia  renal 


El  Keflin,  un  antibiótico  bactericida  de  amplio  espectro 
para  administración  parenteral,  es  la  sal  sódica  del 
ácido  7-(tiofeno-2-acetamido)  cefalosporánico.  Con- 
traindicación: Hipersensibilidad  al  producto.  Reac- 
ciones secundarias  y precauciones:  Un  investigador 
informó  acerca  de  tres  casofe  de  neutropenia.  En  todos 
los  casos  el  recuento  leucocitario  se  normalizó  después 
que  el  Kéflin  fue  suspendido.  Las  manifestaciones  alér- 
gicas, tales  como  erupción  maculopapulosa  y urticaria, 
han  sido  infrecuentes  y ocasionalmente  algún  paciente 
ha  presentado  un  número  elevado  de  eosinófilos.  No  ha 
habido  informes  de  alergia  cruzada  con  otros  anti- 
bióticos; sin  embargo,  al  igual  que  todos  los  antibióticos, 
el  Keflin  debe  ser  administrado  con  precaución  a los 
pacientes  que  han  demostrado  padecer  .alguna  forma 
de  alergia.  Algunos  pacientes  experimentan  dolor 

ELI 


después  de  la  inyección  intramuscular.  La  dosis  de 
0.5  g es  bien  tolerada,  pero  las  dosis  de  1 g producen 
dolor  en  todos  los  pacientes.  .Se  recalca  la  necesidad  de 
administrar  inyecciones  intramusculares  profundas,  ya 
que  se  ha  informado  de  abscesos  estériles  consecutivos 
a la  administración  de  la  dosis  de  1 g por  vía  subcu- 
tánea . La  administración  de  dosis  mayores  de  6 g al 
día  por  venoclisis  continua  gota  a gota  durante  más  de 
tres  días  puede  ir  acompañada  de  tromboflebitis  y tal 
vez  sea  necesario  alternar  de  vena.  Todavía  no  se  ha 
determinado  si  su,  administración  durante  el  embarazo 
es  inocua.  Posología  usual:  Adultos — 0.5  a 1 g cada 
cuatro  a seis  horas  por  vía  intramuscular  o intravenosa. 
Lactantes  y niños — 40  a 80  mg  por  kg  de  peso  al  día 
por  vía  intramuscular,  en  dosis  fraccionadas.  Presen- 
tación: En  frascos  de  10  mi  (1  g). 

LILLY  S.  A.  {PUERTO  RICO  BRANCH) 

Información  adicional  a solicitud  de  los  médicos. 


Most  diuretics  waste  potassium. 


Some  diuretics  (with  K)  replace  potassium. 


This  diuretic  conserves  potassium! 


for  diuresis  without  K depletion 


new 


Dyrenium 


Capsules 


brand  of 


triamterene 


Brief  Summary  of  Principal  Contraindi- 
cations, Warnings,  Precautions  and  Side 
Effects 

Contraindications:  Severe  or  progressive 
kidney  disease  or  dysfunction  with  the  pos- 
sible exception  of  nephrosis.  Severe  hepatic 
disease.  Hypersensitivity  to  the  drug. 
Warnings:  Observe  regularly  for  possible 
blood  dyscrasias,  liver  damage  or  other  idio- 
syncratic reactions.  Blood  dyscrasias  have 
been  reported,  but  appear  related  to  the  dis- 
ease condition  rather  than  caused  by  Dyren- 
ium (triamterene,  SK&F).  BUN  and  serum 
potassium  determinations  should  be  made 
periodically,  especially  in  patients  with  sus- 
pected or  confirmed  renal  insufficiency. 
Precautions:  Electrolyte  imbalance  may  be 
caused  or  aggravated.  Reversible  mild  nitro- 
gen retention  may  be  seen;  rarely,  a rise  in 
serum  potassium.  Full  doses  with  low-salt 


intake  can  cause  low-salt  syndrome.  Do  not 
use  potassium  supplements.  Use  cautiously 
in  patients  with  elevated  serum  potassium. 
Withdraw  drug  gradually  after  intensive  or 
prolonged  therapy.  Concomitant  use  with 
antihypertensive  drugs  may  cause  an  ad- 
ditive effect.  If  used  with  other  diuretics 
titrate  dosage  of  each.  Periodic  blood 
studies  are  recommended  for  cirrhotics. 
Like  any  new  drug,  Dyrenium  (triamterene, 
SK4F)  should  be  used  in  pregnant  patients 
or  in  women  of  childbearing  age  only  when 
deemed  essential  to  the  patient's  welfare. 
Side  Effects:  Occasional  nausea,  vomiting 
and  other  gastrointestinal  disturbances; 
weakness,  headache,  dry  mouth,  rash. 
Before  prescribing,  see  SK&F  product  Pre- 
scribing Information. 

How  Supplied:  100  mg.  capsules,  in  bottles 
of  100. 


Smith  Kline  & French  Inter-American  Corporation,  San  Juan,  Puerto  Rico 


★ Trademark 
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¡Un  lugar  de  honor  para  nuestra  clase  médica! 


MEDICAL  CENTER  PLAZA 


Aquí  está  y no  es  un  sueño  sino  una  realidad.  Pronto  estará  terminado  y 
será  el  orgullo  de  los  que  lo  ocupen  . . . nuestros  devotos  médicos  (y 
aquellos  relacionados  con  ellos). 

Localizado  en  la  Carretera  #21,  adyacente  al  Centro  Médico  de  Puerto  Rico 
y al  nuevo  Hospital  de  Veteranos. 


Este  proyecto  de  edifi- 
caciones múltiples  con- 
sistirá de  2 edificios 
residenciales  (1,  2 y 3 
habitaciones)  con  estufa 
eléctrica,  refrigerador, 
calentador  de  agua  y 
gabinetes  de  cocina. 


Cada  uno  con  10,000 
pies  cuadrados  de  es- 
pacio comercial  en  el 
primer  piso. 

Un  edificio  de  oficinas 
para  profesionales  con 
un  área  comercial  de 


6,000  p/c  en  el  primer 
piso  y 50,000  p/c  para 
oficinas. 

Facilidades  recreativas 
y de  estacionamiento, 
conserjes,  vestíbulos  y 
Centro  Cultural. 


Auspiciadores;  Medical  Center  Apartments,  Inc.  Para  más  información 
en  cuanto  a rentas  favor  de  enviar  cupón  a: 


Señores: 

Sin  obligación  alguna,  favor  de  enviarme  el 
folleto  del  proyecto  de 

MEDICAL  CENTER  PLAZA 


Nombre. 


Dirección Tel. 

Profesión,  ocupación  o relación  con  la  medi- 
cina. 

□ Estoy  interesado  en  facilidades  profesion- 
ales. 


□ Comerciales 


□ Residenciales 


GENERAL  MANAGEMENT  SERVICES,  CORP. 

307  Condominio  San  Martín  — Ave.  Ponce  de  León,  Santurce,  P.R.  Tel.  724-8600 
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UN  PRODUCTO 

DE  LA  INDUSTRIA  LECHERA 

DE  PUERTO  RICO 
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why  not  begin  tomorrow's  relief  today? 


for  the  first  time  . 

an  immediate-action  steroid-^ 


a prolonged-effect  form 
combined  in  one  injectable 


New  Celestone 


Each  cc.  of  sterile  aqueous  suspension  contains 
betamethasone  acetate  3.0  mg.,  betametha- 
sone alcohol  as  betamethasone  disodium 
phosphate  3.0  mg.,  dibasic  sodium  phosphate 
7.1  mg.,  monobasic  sodium  phosphate  3.4  mg., 
disodium  ethylenediaminetetraacetate  0.1  mg., 
and  benzalkonium  chloride  0.2  mg. 

brand  of  betamethasone  acetate  and  betamethasone  disodium  phosphate 


Soiuspan 


Now  available  in  1 cc.  single-dose  vial  for  complete  assurance  of  sterility. 

Control  of  inflammation  comes  fast— in  just  a few  hours— with  Celestone  Soluspan.  Unlike 
other  long-acting  injectables,  Celestone  Soluspan  combines  a rapid-acting  form  with  a 
long-acting  form  of  the  same  corticoid  for  maximum  span  of  relief  from  one  injection. 

No  other  corticoid  requires  so  little  active  material  per  unit  volume  in  tissue  for  full  effect 
(only  3 mg.  percc.  of  repository  corticoid  microparticles).  The  result:  No  “secondary  flare” 
and  virtually  no  post-injection  pain  in  intra-articular  use ...  minimal  crystal  deposition. 

Supplied:  6 mg  /cc.  in  a 5 cc.  multiple  dose  vial.  Clinical  Considerations:  Side  Effects  — Celestone  Soluspan  is  potentially  capable  of  causing 
any  of  the  reported  side  effects  of  other  corticoids.  Cushingoid  changes  may  occur.  Side  effects  do  not  ordinarily  include  anorexia,  pro- 
tracted weight  loss,  vertigo,  muscle  weakness  or  severe  headache  associated  with  other  corticoids.  Gastrointestinal  distress  and 
“secondary  flare”  after  mtra-articular  injection  have  not  been  reported  with  Celestone  Soluspan.  Salt  and  water  retention  or  excessive 
loss  of  potassium  is  not  likely  to  be  a problem  with  the  usual  therapeutic  dose  of  Celestone  Soluspan.  As  with  all  corticoids.  side  effects 
are  less  likely  with  short  term  courses  of  small  doses  Contraindicated  absolutely  in  acute  ocular  herpes  simplex,  active  or  latent  tuber- 
culosis (except  in  selected  cases  concomitantly  with  antituberculotic  agents),  and  locally  infected  areas.  Contraindicated  relatively 
(on  the  basis  of  net  therapeutic  benefit)  in  osteoporosis,  marked  emotional  instability,  peptic  ulcer,  diverticulitis,  recent  intestinal 
anastomosis,  and  in  pregnancy,  especially  in  the  first  trimester.  Regional  injection  is  not  contraindicated  by*  infection  elsewhere. 
Precautions— In  children,  because  of  frequency  of  viral  infections  and  possibility  of  growth  suppression,  prolonged  corticoid  therapy 
should  be  used  with  extreme  caution.  Consider  discontinuing  therapy  in  patients  with  exanthematous  disease  or  exposed  to  it.  Use  in  the 
controlled  diabetic  patient  should  be  closely  observed  Prolonged  corticoid  therapy  may  depress  adrenal  cortex;  withdrawal  should  be 
gradual.  Observe  newborn  infants  of  corticoid  treated  mothers  for  temporary  hypoadrenalism  Supportive  corticoid  therapy  is  advisable 
in  surgery,  shock,  injury,  other  severe  stress  Corticoids  may  mask  signs  of  infection.  Such  intercurrent  infections  should  be  confirmed 
and  vigorous  anti-infective  therapy  administered  Avoid  subcutaneous  injection.  For  more  complete  details,  consult  Sobering  literature 
available  from  your  Schermg  Representative  or  Medical  Services  Department.  Sobering  Corporation.  Union.  New  Jersey  07083.  s-79* 


We’re  not  sure. 

But  here’s  one  possibility. 

We  think  the  reason  some  physicians  who  treat 
hypertension  don’t  prescribe  Ser-Ap-Es  is  that  they 
just  haven’t  tried  it. 

When  physicians  try  Ser-Ap-Es,  many  become 
enthusiastic  about  it.  They  like  the  way  it  helps 
protect  their  patients’  vital  organs  from  hypertensive 
damage.  They  like  its  convenience.  And  they  like  its 
economy.  (Blood  pressure  is  controlled  in  most 
patients  with  only  2 or  3 tablets  per  day.) 

Their  patients  like  the  convenience  and  economy  too 
(not  to  mention  the  relative  freedom  from  serious 
side  effects). 

All  this  leads  us  to  believe  that 

if  physicians  tried  Ser-Ap-Es  just  once,  they’d  come 

to  prescribe  it  regularly. 


Ser-Ap-Es® 

reserpine  0.1  rag 

hydralazine  hydrochloride  25  mg 

hydrochlorothiazide  15  mg 

Indications:  am  cases  of  hypertension, 
except  the  mildest  and  the  most  severe. 

Caution:  Give  cautíouály  to  patients  with 
coronary  artery  disease,  advanced  renal  damage, 
cerebral  vascular  accidents. 

Side  Effects  and  Precautionary  Measures 

Serpasil  ’J  (reserpine  CIBA) 

Severe  mental  depression  has  appeared  in  a small 
percentage  of  patients,  primarily  in  a dosage  above 
1 mg  daily.  When  the  drug  is  discontinued, 
depression  usually  disappears,  but  hospitalization 
and  shock  therapy  are  sometimes  required. 

Caution:  Withdraw  reserpine  2 weeksbefore  surgery, 
if  possible.  For  emergency  surgical  procedures,  give 
vagal  blocking  agents  parenterally  to  prevent  or 
reverse  hypotension  and/or  bradycardia. 

Because  reserpine  may  increase  gastric  secretion  of 
hydrochloric  acid,  use  cautiously  in  patients  with 
peptic  ulcer. 

Use  cautiously  with  digitalis,  quinidine,  or 
guanethidine.  Not  recommended  for  aortic 
insufficiency. 

When  patients  on  reserpine  receive  electroshock 
therapy,  use  lower  milliamperage  and  a shorter 
duration  of  stimulus  initially.  Shock  therapy  within 
7 days  after  giving  the  drug  is  hazardous. 

Occasional  side  effects:  lassitude,  drowsiness,  nasal 
congestion,  looseness  of  stools,  increased  frequency 
of  defecation.  Rare  side  effects:  anore.xia,  headache, 
bizarre  dreams,  nausea,  dizziness,  skin  rash.  Nasal 
congestion  and  increased  tracheobronchial  secretions 
may  occur  in  newborn  babies  of  mothers  treated 
with  reserpine. 

Apresoline'^  hydrochloride  (hydralazine 
hydrochloride  CIBA) 

Most  common  side  effects:  tachycardia,  headache, 
dizziness,  faintness,  palpitation,  angina,  numbness 
and  tingling  of  extremities,  malaise,  depression, 
disorientation,  anxiety.  Occasional  side  effects: 
flushing,  varying  degrees  of  nasal  congestion, 
lacrimation,  conjunctival  injection,  skin  rash,  drug 
fever,  nausea,  vomiting,  giant  urticaria.  Rare 
reactions:  postural  hypotension,  circulatory  collapse. 
In  most  patients,  side  effects  disappear  after  the 
first  2 weeks  of  medication. 

Hydralazine,  particularly  if  given  for  prolonged 
periods,  may  produce  in  a few  patients  an  arthritis- 
like syndrome,  leading  in  rare  instances  to  a clinical 
picture  simulating  acute  systemic  lupus  erythema- 
tosus. Most  of  these  reactions  are  reversible  upon 
withdrawal  of  therapy.  These  side  effects  are  not 
anticipated  even  with  the  maximal  recommended 
dosage  of  Ser-Ap-Es.  continued . . . 
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...continued 

Contraindications:  Oliguria,  renal  shutdown, 
progressive  hepatic  disease,  and  allergy  to  thiarides. 

Warnings:  Stenosis,  hemorrhage,  and  ulceration  of 
the  small  bowel  have  occurred  with  coated 
potassium  tablets.  Discontinue  such  medication 
when  used  with  Esidrix  if  gastrointestinal 
disturbances  arise. 

Pay  special  attention  to  electrolyte  balance  of 
patients  with  severe  renal  or  hepatic  insufficiency. 
In  patients  with  cirrhosis  and  ascites,  watch  for 
symptoms  of  impending  hepatic  coma.  Thiazides 
may  decrease  glucose  tolerance;  use  cautiously  in 
diabetics.  Hyperuricemia  may  occur  but  is  readily 
reversed  by  a uricosuric  agent.  Lowering  of  blood 
pressure  may  sometimes  result  in  nitrogen  retention, 
particularly  in  patients  with  impaired  renal  func- 
tion. Dosage  titration  is  necessary  in  such  patients. 

Precautions:  Watch  for  signs  of  fluid  or  electrolyte 
imbalance.  Further  electrolyte  depletion  may 
cause  hypochloremic  alkalosis  and  hypokalemia. 
Since  the  latter  may  precipitate  digitalis  intoxica- 
tion, watch  carefully  patients  who  are  also  taking 
digitalis  or  its  glycosides  or  those  with  cardiac 
arrhythmias.  In  severe  hypokalemia,  large  oral  or 
intravenous  doses  of  potassium  may  be  required. 

A few  infants  bom  of  mothers  who  received  thiazides 
during  pregnancy  have  shown  bone  marrow 
depression  with  thrombocytopenia.  Hydrochloro- 
thiazide decreases  responsiveness  to  exogenous 
norepinephrine  and  increases  responsiveness  to 
tubocurarine. 

Side  Effects:  In  addition  to  those  above,  nausea, 
anorexia,  headache,  restlessness,  constipation, 
dizziness,  paresthesias,  fatigue.  Rare  reactions: 
purpura  with  or  without  thrombocytopenia,  skin 
rash,  photosensitivity,  urticaria.  Sometimes 
associated  with  hydrochlorothiazide:  leukopenia, 
agranulocytosis,  aplastic  anemia,  pancreatitis, 
and  jaundice. 

Dosage:  One  or  2 tablets  t.i.d.  To  initiate  therapy, 
1 tablet  t.i.d.  is  recommended.  When  necessary, 
more  potent  antihypertensives  may  be  added 
gradually  in  dosages  reduced  by  at  least  50  percent 

Supplied:  Tablets  (salmon  pink,  dry-coated), 
each  containing  0.1  mg  reserpine,  25  mg  hydrala- 
zine hydrochloride,  and  15  mg  hydrochlorothiazide; 
bottles  of  100  and  1000. 

riB.\  Pharmaceutical  Company,  Summit  N.  J. 
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¡PIENSE  EN  EL  DIA  MENOS  PENSADO! 

¿QUIEN  LE  ASEGURA  QUE  UN  ACCIDENTE  O ENFERMEDAD  NO  LE  OCASIONARA  UN  DESCALABRO  ECONOMICO? 

LA  SSS  LE  ASEGURA  PROTECCION  A SU  SALUD...iY  A SU  PRESUPUESTO! 


La  SSS  — Seguros  de  Servicios  de  Salud — es  la  más  completa  protección  medica 
para  personas  y familias  de  todos  los  niveles  económicos.  Usted  sólo  paga  una 
módica  prima  ajustada  a sus  ingresos.  Pero,  en  caso  necesario,  recibe  al  momento 
todos  los  servicios  indispensables  con  el  médico,  hospital  o laboratorio  de  su 


selección.  La  SSS  pone  a su  disposición  to- 
das las  ventajas  de  la  medicina  privada,  a tra- 
vés de  873  médicos  participantes,  31  hospi- 
tales y 40  laboratorios.  Algunos  de  nuestros 
planes  incluyen  hasta  servicios  dentales,  con 
240  dentistas  asociados.  Para  más  detalles, 
llene  el  cupón  que  publicamos  aquí  y envíelo 
a la  dirección  que  aparece  en  el  mismo.  Tam- 
bién puede  visitar  nuestras  oficinas  o lla- 
mar a los  teléfonos;  724-3737  en  San  Juan, 
878-1248  en  Arecibo,  842-7367  en  Ponce  y 
832-6942  en  Mayagüez. 


r 

I I 

I SSS,  Apartado  11215,  Santurce  I 

I Calle  Europa  620.  | 

I Parada  22,  Santurce  | 

I SeAores:  I 

^ Pavor  de  enviarme  detalles  adicionales  sobre  los  planes  SSS  y | 

I sus  beneficios  para  mt.  | 

I NOMBRE ¡ 

' DIRECCION — I 

J (Calle  y número,  o apartado)  i 

I CIUDAD  O PUEBLO ZIP  CODE i 

i I 

I 


LA  SSS  LE  DA  TRIPLE  SEGURIDAD  — Salud  protegida  a diario.  Servicios  de  primera.  Salvaguardia  económica. 
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cuando  la  infección  es  alarmante 
. . . y los  análisis  de  laboratorio  no  han  llegado  aun 


Kefliri 

(Cefalotina,  Lilly) 

para  el  tratamiento  antibiótico  inicial 

• Bactericida 

• Amplio  espectro 

• No  exhibe  resistencia  cruzada 

• Muy  bien  tolerado, 
aun  en  los  casos  de 
insuficiencia  renal 


El  Keflin,  un  antibiótico  bactericida  de  amplio  espectro 
para  administración  parenteral,  es  la  sal  sódica  del 
ácido  7-(tiofeno-2-acetamido)  cefalosporánico.  Con- 
traindicación: Hipersensibilidad  al  producto.  Reac- 
ciones secundarias  y precauciones:  Un  investigador 
informó  acerca  de  tres  casos  de  neutropenia.  En  todos 
los  casos  el  recuento  leucocitario  se  normalizó  después 
que  el  Kéflin  fue  suspendido.  Las  manifestaciones  alér- 
gicas, tales  como  erupción  maculopapulosa  y urticaria, 
han  sido  infrecuentes  y ocasionalmente  algún  paciente 
ha  presentado  un  número  elevado  de  eosinófilos.  No  ha 
habido  informes  de  alergia  cruzada  con  otros  anti- 
bióticos; sin  embargo,  al  igual  que  todos  los  antibióticos, 
el  Keflin  debe  ser  administrado  con  precaución  a los 
pacientes  que  han  demostrado  padecer  .alguna  forma 
de  alergia.  Algunos  pacientes  experimentan  dolor 


después  de  la  inyección  intramuscular.  La  dosis  de 
0.5  g es  bien  tolerada,  pero  las  dosis  de  1 g producen 
dolor  en  todos  los  pacientes.  Se  recalca  la  necesidad  de 
administrar  inyecciones  intramusculares  profundas,  ya 
que  se  ha  informado  de  abscesos  estériles  consecutivos 
a la  administración  de  la  dosis  de  1 g por  vía  subcu- 
tánea . La  administración  de  dosis  mayores  de  6 g al 
día  por  venoclisis  continua  gota  a gota  durante  más  de 
tres  días  puede  ir  acompañada  de  tromboflebitis  y tal 
vez  sea  necesario  alternar  de  vena.  Todavía  no  se  ha 
determinado  si  su  administración  durante  el  embarazo 
es  inocua.  Posología  usual:  Adultos — 0.5  a 1 g cada 
cuatro  a seis  horas  por  vía  intramuscular  o intravenosa. 
Lactantes  y niños — 40  a 80  mg  por  kg  de  peso  al  día 
por  vía  intramuscular,  en  dosis  fraccionadas.  Presen- 
tación: En  frascos  de  10  mi  (1  g). 


ELI  LILLY  S.  A.  {PUERTO  RICO  BRANCH) 
Información  adicional  a solicitud  de  los  médicos. 
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Cancer  of  Female  Breast  and  Female 
Genital  Organs  (Site  Group  170-176) 

The  total  number  of  this  site  group  is 
732  or  39.3%  of  female  cancer.  Figure  4 
shows  the  distribution  of  cases  of  this  group 
by  site. 

Cancer  of  female  breast  (170)  — The  total 
number  is  136  or  7.3%  of  female  cancer.  This 
percentage  is  strikingly  low  in  comparison 
with  New  York  State  (22.4%),  Norway 
(21.8%),  and  Sweden  (23.7%).  Breast  can- 
cer ranks  third  in  the  female  cancer  fre- 
quency list.  It  ranked  fourth  during  the 
period  1950-61.  The  crude  incidence  rate 
is  10.8  per  100,000  females  in  1962  as  com- 
pared with  10.5  average  incidence  rate  dur- 
ing 1950-61.  Significant  number  of  cases 
start  as  early  as  30  years  of  age,  but  age- 
specific  incidence  rates  of  30  or  more  per 
100,000  occur  as  late  as  50  years  of  age. 
(App.  3) . There  is  microscopical  confirma- 
tion in  97.1%.  Eighty  per  cent  are  infiltrat- 
ing duct  carcinoma  and  adenocarcinoma 
(App.  4). 

Cancer  of  Female  Genital  Organs  (171-176) 
— The  total  number  is  596  or  32.0%  of 
female  cancer.  Figure  4 gives  the  distribu- 


From  the  Central  Cancer  Registry,  Dinision  of 
Cancer  Control,  Department  of  Health,  San  Juan, 
Puerto  Rico. 

This  study  was  supported  in  part  by' grant  No. 
4101F.64  from  the  U.S.  Public  Health  Seruice,  Div- 
ision of  Chronic  Diseases,  Washington,  D.C. 


tion  of  cancer  cases  of  each  site  in  this  group ; 
80%  of  the  cases  of  this  group  belong  to 
cervix  uteri.  Age-specific  incidence  rates  of 
30  or  more  per  100,000  start  as  early  as  30 
years  of  age  increasing  up  to  60-64  age  group, 
decreasing  in  older  groups.  Histological  con- 
firmation was  obtained  in  94.6%  of  the 
cases.  The  predominant  histological  types 
was  epidermoid  carcinoma  with  55.1%  (App. 

4) 

Cervix  U teri  (171)  — The  total  number  is 
480  or  25.8%  of  female  cancer.  This  per- 
centage is  almost  three  times  higher  than 
those  of  other  countries  (Sweden,  Norway, 
New  York  State).  (1,2,3)  Cancer  of  the 
cervix  ranks  the  first  in  the  frequency  list 
of  female  cancer  in  Puerto  Rico  since  1950. 
The  crude  incidence  rate  is  38.2  in  1962  in 
comparison  with  30.3  in  1950-61.  This  dif- 
ference can  easily  be  explained  by  improve- 
ment in  diagnosis  in  the  last  12  years.  Age- 
specific  incidence  rates  behave  as  mentioned 
in  the  previous  paragraph.  Microscopical 
confirmation  was  obtained  in  96.3%.  The 
predominant  histological  types  is  epidermoid 
carcinoma  (60.6%),  followed  by  a conside- 
rable per  cent  in  situ  cases  (30%).  Twenty 
four  cases  are  adenocarcinomas  considered 
to  be  primarily  in  the  cervix  (App.  4).  The 
number  of  cases  of  carcinoma  in  situ,  com- 
pared with  the  cases  of  invasive  carcinoma 
are  shown  in  Table  I.  The  incidence  peak 
for  in  situ  carcinoma  is  10  years  earlier. 
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TABLE  I COMPARISON  OF  MICROSCOPICALLY  CONFIRMED  CANCER  CASES  OF  IN  SITU 
AND  INVASIVE  CARCINONA  OF  CERVIX  UTERI  (171),  BY  AGE  - 1962 


Group 

Total  Confirmed 

In  Situ 

Invasive 

Invasive  In  Situ 

of  Age 

Cases 

Cases 

Cases 

Ratio 

Total 

0-9 

10  - 19 

462 

138 

324 

2.3 

— 







20  - 29 

22 

13 

9 

0.7 

30  - 39 

89 

48 

41 

0.9 

40  - 49 

131 

42 

89 

2.1 

50  - 59 

89 

21 

68 

3.2 

60  - 69 

83 

12 

71 

5.9 

70  - 79 

31 

2 

29 

14.5 

80  & more 

17 

- 

17 

- 

Corpus  Uteri  (172)  — The  total  number  is 
29  or  1.6%  of  female  cancer,  a particularly 
low  percentage  of  this  type  of  cancer  among 
Puerto  Rican  females.  Sweden  has  6%* 
Norway  4.2%,  and  New  York  State  5.4% 
(1,  2,  3)  Microscopical  confirmation  was  ob- 
tained in  28  cases.  The  predominant  histolo- 
gical type  was  adenocarcinoma  (24  cases). 
Chorionepithelioma  of  Uterus  (173)  — In 
this  site  were  reported  only  two  cases,  and 
both  were  microscopically  confirmed. 

Ovary,  Tube,  Broad  Ligament  (175)  — The 
total  number  is  37  or  2.0%  of  female  can- 
cer, which  is  very  low  percentage  in  com- 
parison with  more  than  6%  of  other  coun- 


tries. (2,3)  Microscopically  confirmation  was 
gained  in  34  cases.  App.  4 illustrates  the 
pathological  types  in  this  site  group. 

Vulva,  Vagina,  and  Other  and  Unspecified 
Females  Genital  Organs  (176)  — The  total 
number  is  33  or  1.8%  of  female  cancer. 
Twenty  two  were  located  in  the  vulva  and 
11  in  the  vagina.  Microscopical  verification 
was  obtained  in  32  cases.  Twenty  seven  cases 
are  squamous  cell  type  carcinoma. 

Cancer  of  the  Male  Genital  Organs 
(Site  Group  177-179) 

The  total  number  is  223  or  11.6%  of  male 
cancer.  The  distribution  as  to  site  is  shown 
in  Figure  5.  Age-specific  incidence  rates 
increase  abruptly  at  60  years  of  age.  Histo- 
logical confirmation  was  obtained  in  76.7%. 
Adenocarcinoma  ranked  first  (56.7%),  fol- 
lowed by  epidermoid  carcinoma,  (28.7%) 
(App.  4). 

Prostate  (177)  — The  total  number  is 
165  or  8.6%  of  male  cancer,  half  the  per- 
centage in  Norway  and  Sweden.  (2,  3) 
Prostate  cancer  ranks  third  in  the  male 
cancer  frequently  list.  The  crude  incidence 
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fig.5  NEW  CASES  OF  MALE  GENITAL  ORGANS 

rate  is  13.8  per  100,000  males  in  1962  in 
comparison  with  7.8  in  1950-61.  Significant- 
ly high  age-specific  incidence  rates  start  at 
older  ages  (60  years),  (App.  3).  The  per- 
centage of  prostate  cancer  with  microscopic- 
al confirmation  is  70.3%. 

The  predominat  histological  type  was 
adenocarcinoma  (97  cases).  (App.  4). 

Penis  (179.0)  — The  total  number  is  53 
or  2.8%  of  male  cancer,  a five  times  higher 
percentage  than  New  York  State,  Norway 
and  Sweden.  (1,  2,  3)  The  crude  incidence 
rate  is  4.4  with  no  difference  with  the  rate 
of  1950-61.  Histological  verification  was  ob- 
tained in  51  cases.  Forty  nine  cases  are  epi- 
dermoid type  carcinoma,  1 In  Situ,  and  1 
basal  cell  carcinoma. 

Cancer  of  Urinary  Organs 
(Site  Group  180-181) 

The  total  number  is  148  or  3.9%  of  all 
cancer,  102  males  (5.3%  of  male  cancer)  and 
46  females  (2.5%  of  female  cancer) . Papil- 
lomas of  urinary  tract  are  not  included. 
Male-female  ratio  is  2:1.  The  distribution 
by  site  and  sex  is  given  in  Figure  6.  4'he 
distribution  of  cases  by  age  for  renal  and 
urinary  tract  tumors  shows  a clear  bimodal 
distribution  with  one  peak  at  0-4  years,  and 
the  other  one  at  65  years  (App.  3).  Micro- 


scopical confirmation  was  gained  in  88.2% 
in  males  and  82.6%  females.  Sixty  three  per 
cent  are  transitional  cell  type  carcinoma 
(App.  4). 

Kidney  (180)  — The  total  number  is  28 
or  0.7%  of  all  cancer,  15  males  and  13  fe- 
males, with  the  sex  ratio  of  1.2:1.  The 
percentages  of  New  York  State,  Norway  and 
Sweden  are  1.6,  2.6’  and  3.2,  respectively. 
(1,  2,  3)  In  this  site  persist  the  bimodal 
distribution  of  the  site  group  (App.  3). 

Histological  confirmation  was  obtained 
in  13  cases  in  males  and  10  cases  in  females. 
The  predominant  histological  type  in  males 
is  adenocarcinoma.  In  females,  the  more 
frequent  is  Wilms  tumor  (App.  4). 

Bladder,  Urethra  and  Other  Urinary  Or- 
gans (181)  — The  total  number  is  120  or 
3.2%  of  all  cancer,  87  males  (4.5%  of  male 
cancer),  and  33  females  (1.8%  of  female 
cancer).  The  percentage  of  this  particular 
site  is  very  similar  to  other  countries.  (1,  2, 
3)  The  crude  sex  ratio  is  2.6:1.  The  crude 
incidence  rates  are  7.3  and  2.6  per  100,000 
males  and  females  respectively,  in  compari- 
son with  4.7  and  1.7  as  average  for  the  pe- 
riod 1950-61.  Age-specific  incidence  rates 
of  30  or  more  per  100,000  start  at  65  years 
in  males,  and  75  years  in  females.  Histologic- 
al confirmation  was  held  in  77  cases  in 
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males  and  28  cases  in  females.  The  predom- 
inant histological  type  is  transitional  cell 
carcinoma  with  77  cases  (App.  4). 

Malignant  Melanoma  of  Skin  (190) 

The  total  number  is  13  of  0.3%  of  all 
cancer,  7 males  and  6 females.  All  cases 
were  confinned  by  histology.  They  have 
irregular  distribution  by  age  groups.  The 
most  frequent  location  of  skin  melanoma  is 
the  lower  limb.  (Table  II). 

TABLE  II  MICROSCOPICALLY  CONFIRMED 
CANCER  CASES  OF  MALIGNANT 
MELANOMA  OF  SKIN  (190)  BY 
LOCATION  AND  SEX  - 1962 


Site 

Male 

Female 

Both 

Sexes 

All  locations 

7 

6 

13 

Ear  and  Ext.  Aur.  canal 

(190.2)  1 

0 

1 

Scalp  and  Neck  (190.4) 

0 

1 

1 

Trunk  (190.5) 

2 

1 

3 

Upper  Limb  (190.6) 

1 

1 

2 

Lower  Limb  (190.7) 

3 

3 

6 

Cancer  of  the  Skin 
(Except  Melanona)  (191) 

The  total  number  is  625  or  16.6%  of  all 
cancer,  285  males  (14.9%  of  male  cancer), 
and  340  females  (18.3%  of  female  cancer). 
Norway  does  not  register  this  site,  Sweden 
registers  only  squamous  cell  type  carcinomas. 
The  upper  New  York  State  percentages  are 
very  similar  to  ours.  This  can  be  explained 
perhaps  by  higher  individual  susceptibility 
(more  fair  skinned  population).  The  crude 
male-female  ratio  is  0.8:1.  There  was  histo- 
logical verification  in  99.6%  of  males  and 
99.1%  of  females.  The  crude  incidence  rates 
are  23.8  and  27.1  per  100,000  males  and 
females  respectively,  in  comparison  with  18.1 


and  19.4  in  1950-61.  Age-specific  incidence 
rates  of  30  or  more  per  100,000  start  at  50 
years  of  age,  and  increase  steady  with  the 
age  in  both  sexes.  This  particular  site  in 
Puerto  Rico  ranks  first  in  the  frequency  list 
of  cancer  in  males,  and  second  in  females 

(App.  1). 

The  group  mainly  consists  of  basal  cell 
type  carcinomas  (69.5%).  The  most  fre- 
quent location  is  skin  of  the  face  in  both 
sexes  (Table  III). 

Eye  Tumors  (192) 

The  total  number  is  20  or  0.5%  of  all 
cancer,  9 males  (0.5%  of  male  cancer),  and 
11  females  (0.6%  of  female  cancer).  Similar 
percentages  occurred  in  New  York  State, 
Norway,  and  Sweden.  (1,  2,  3)  Five  of  th? 
20  cases  occur  among  children  under  15 
years  of  age  (App.  3).  Nineteen  cases  were 
histologically  confirmed.  The  histological 
types  are:  Epidermoid  Carcinoma : 1 1 cases. 
Retinoblastoma:  5 cases.  Melanoma:  2 cases, 
and  1 case  of  Carcinoma  In  Situ. 

Tumors  of  the  Central  Nervous  System  (193) 

The  total  number  is  45  or  1.2%  of  all 
cancer,  24  males  (1.2%  of  male  cancer), 
and  21  females  (1.1%  of  female  cancer). 
New  York  State  does  not  include  this  site. 
The  data  from  Norway  and  Sweden  in- 
cludes benign  cases  in  this  site,  therefore, 
our  data  is  not  comparable.  The  crude  sex 
ratio  is  1.1:1.  The  figure  does  not  include 
intra-craneal  benign  tumors.  Although  the 
central  nervous  system  tumors  occurred  in 
all  ages,  11  cases  (4  in  males  and  7 in  fe- 
males), occurred  in  children  less  than  15 
years  of  age  (App.  3).  Sixteen  males  cases 
and  13  females  cases  were  histologically 
confirmed.  The  predominant  histological 
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TABLE  III  CASES  OF  CARCINOMA  OF  SKIN  (EXCEPT  MELANOMA)  (191)  BY  HISTOLOGICAL 

TYPE,  LOCATION  AND  SEX  1962 


Site 

Basal 

(12.6) 

Epidermoid 
(14.5  & 14.6) 

Baso  Sq. 
(13.6) 

Other  & 

N.S. 

All 

Types 

All  Location 

M 

194 

64 

2 

24 

284 

F 

237 

79 

1 

20 

337 

Lips 

M 

9 

1 

0 

0 

10 

F 

11 

0 

0 

0 

11 

Eyelids 

M 

16 

2 

0 

0 

18 

F 

34 

1 

0 

0 

35 

Ear  & Ext. 

M 

21 

5 

1 

1 

28 

Au.  Canal 

F 

2 

3 

0 

2 

7 

Oth.  & Unsp. 

M 

122 

20 

1 

3 

146 

pts.  of  face 

F 

152 

42 

1 

5 

200 

Scalp  and  Neck 

M 

11 

6 

0 

2 

19 

F 

10 

3 

0 

0 

13 

Trunk 

M 

4 

9 

0 

4 

17 

1 

7 

5 

0 

4 

16 

Upper 

.VI 

2 

14 

0 

0 

16 

Limb 

F 

1 

16 

0 

1 

18 

Lower 

M 

0 

3 

0 

2 

5 

Limb 

F 

2 

3 

0 

0 

5 

Multiple 

M 

3 

2 

0 

10 

15 

Sites 

1 

9 

1 

0 

6 

16 

Unspecified 

M 

6 

2 

0 

2 

10 

F 

9 

5 

0 

2 

16 

types  are  astrocytoma  and  glioblastoma 
multiforme  with  17  cases  (App.  4). 

Cancer  of  Thyroid  Gland  (194) 

The  total  number  is  37  or  1.0%  of  all 
cancer,  8 males  (0.5%  of  male  cancer),  and 
29  females  (1.6%  of  females  cancer).  These 
percentages  are  almost  equal  to  the  corres- 
ponding percentages  of  the  three  countries 
above  mentioned.  (1,  2,  3)  This  site  has  a 
crude  male-female  ratio  of  0.3:1.  The  crude 
incidence  rates  are  0.7  and  2.3  per  100,000 
male  and  female  population  (App.  3).  All 


cases  in  males  and  25  cases  in  females  were 
confirmed  histologically. 

The  most  frequent  histological  type  is 
papillary  adenocarcinoma  (15  cases),  fol- 
lowed by  adenocarcinoma  (7  cases),  and 
follicular  carcinoma  (6  cases) . 

Malignant  Tumors  of  Bone  (196) 

The  total  number  is  18  or  0.5%  of  all 
cancer,  12  males  (0.6%  of  male  cancer), 
and  6 females  (0.3%  of  female  cancer). 
There  is  no  difference  with  the  countries 
previously  mentioned.  The  crude  sex  ratio 
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is  2:1.  Five  of  the  cases  occur  in  children 
under  15  years  of  age.  Histological  confir- 
mation was  held  in  1 1 cases  in  males  and 
in  5 cases  in  females.  The  predominant  his- 
tological type  was  osteogenic  sarcoma  with 
7 cases  (App.  4) . 

Malignant  Lesions  of  Lymphatic  and 
Hematopoietic  Tissues  (Site  Group  200-205) 

The  total  number  is  225  or  5.9%  of  all 
cancer,  135  males  (7.0%  of  male  cancer), 
and  90  females  (4.8%  of  female  cancer). 
Eighteen  per  cent  of  them  occur  in  children 
under  15  years  of  age  (App.  3).  The  crude 
incidence  rates  of  the  lesions  of  this  site 
group  are  11.3  and  7.2  for  100,000  male  and 
female  population,  in  comparison  with  7.9 
and  5.5  respectively  for  the  period  1950-61. 
Malignant  Lymphomas  (200-203)  — The 
total  number  is  125  or  3.3%  of  all  cancer, 
77  males  (4.0%  of  male  cancer),  and  48 
females  (2.6%  of  female  cancer).  These  per- 
centages are  quite  similar  to  those  correspond- 
ing to  New  York  State,  Norway,  and  Sweden 
fl,  2,  3)  The  crude  male-female  ratio  is 
1.6:1.  Only  8.8%  of  the  cases  of  this  site 
group  occur  in  children  under  15  years  of 
age.  Due  to  the  small  number  of  cases  in  a 
year,  it  is  very  difficult  to  form  an  opinion 
of  the  distribution  of  cases  rates  by  age. 
(App.  3).  Crude  incidence  rates  are  6.5  and 
3.9  per  100,000  males  and  females  respective- 
ly (App.  3).  From  the  125  cases,  113  are 
microscopically  confirmed,  73  are  males  and 
40  are  females.  Fifty  four  of  these  cases  are 
classified  as  Hodgkin’s  disease.  (App.  4). 
Leukemias  (204)  — The  total  number  is  99 
or  2.6%  of  all  cancer,  57  males  (3.0%  of 
male  cancer),  42  females  (2.3%  of  female 
cancer) . The  crude  male-female  ratio  is 
1.3:1.  These  percentages  are  similar  to  those 


of  New  York  State,  Norway,  and  Sweden. 
(1,  2,  3)  The  crude  incidence  rates  are 
4.8  and  3.3  per  100,000  males  and  females 
respectively,  in  comparison  with  3.4  and  2.8 
in  1950-61.  The  analysis  of  age-adjusted 
incidence  rates  from  1950  up  to  1961  show- 
ed a significant  increase.  Almost  half  of  the 
cases  appear  in  0 to  20  years  group.  Histolog- 
ical verification  are  obtained  in  37  male 
cases  and  32  female  cases.  Twenty  cases  in 
males  and  9 cases  in  females  are  myeloid 
leukemias  (App.  4). 

Cancer  in  Children,  Less  Than 
15  Years  of  Age 

The  total  number  is  97,  or  2.6%  of  all 
cancer.  (A  rather  high  percentage  in  com- 
parison with  other  countries,  as  Norway 
1.3%>  Sweden  1.0%,  New  York  State 
1.2%).  (1,  2,  3)  Fifty  six  cases  in  males 
(2.9%  of  male  cancer),  and  41  cases  in 
females  (2.2%  of  female  cancer).  The  most 
frequent  cancer  types  in  decreasing  order 
are:  Leukemia,  Hodgkin’s  disease,  tumor  of 
the  kidney,  brain  tumors,  bone  tumors,  and 
tumors  of  the  eye.  From  the  97  cases,  77 
are  microscopically  confirmed.  There  is  male 
preponderance  in  leukemia  and  malignant 
lymphomas. 

The  overall  boy-girl  ratio  is  1.3:1.  How- 
ever, in  leukemias,  this  ratio  is  2.2T.  All 
malignant  Lymphomas  occur  in  male  chil- 
dren. Kidney  has  a boy-girl  ratio  of  0.6:1. 
Comparing  0-4  with  5-9  and  10-14  groups 
of  age,  the  former  is  twice  or  more  in  fre- 
quency (Table  IV). 

Summary 

The  distribution  of  new  cancer  cases  diag- 
nosed in  Puerto  Rico  during  the  year  1962 
is  presented.  The  more  important  character- 
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TABLE  IV  MICROSCOPICALLY  CONFIRMED  CANCER  CASES  IN  CHILDREN  (0-14) 

BY  TYPE  AND  SEX  - 1962 


Tumor 

Age 

(Years) 

0-4 

5-9 

10-14 

Total 

Male 

4 

3 

6 

13 

Leukemias  (204) 

Female 

2 

4 

0 

6 

Male 

2 

3 

4 

9 

Hodgkin’s  Disease  (201) 

Female 

0 

0 

0 

0 

Male 

1 

0 

1 

2 

Other  Malignant  Lymp. 

(200,202,203) 

Female 

0 

0 

0 

0 

Male 

3 

1 

0 

4 

Kidney  (180) 

Female 

7 

0 

0 

7 

Male 

2 

0 

0 

2 

Eye,  Malignant  (192) 

Female 

2 

1 

0 

3 

Male 

0 

0 

3 

3 

Brain  & Other  parts  of 

Nurv.  Syst.,  malignant  (193) 

Female 

0 

0 

2 

2 

Male 

5 

4 

1 

10 

Other  Sites 

Female 

8 

1 

2 

11 

Total: 

38 

19 

20 

77 

istics  are  discussed*  including  crude  incidence 
rates,  age-adjusted  rates,  sex  ratios,  histolo- 
gical confirmation  and  histological  types.  An 
attempt  is  made  to  compare  these  data  with 
the  cancer  cases  of  the  period  1950-61  and 
figures  from  some  other  countries. 

I Resumen 

En  este  artículo  se  presenta  la  distribu- 
••  ción  de  los  casos  de  cáncer  diagnosticados 


en  Puerto  Rico  por  primera  vez  durante  el 
año  1962.  Se  discuten  las  características  más 
importantes,  tales  como:  tasas  crudas  de  in- 
cidencia, tasas  ajustadas  por  edad,  relaciones 
de  la  distribución  entre  los  sexos,  casos  con- 
firmados microscópicamente  y tipos  histoló- 
gicos más  frecuentes.  Se  hace  comparación 
de  las  cifras  de  Puerto  Rico  del  año  1962 
con  los  casos  de  cáncer  del  período  1950-61 
y con  cifras  de  Nueva  York  y otros  países. 
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THK  MENACE  OE  CARBON  MONOXIDE 


Sidney  Kaye,  MSc.,  PhD. 


Carbon  monoxide  is  an  ubiquitous  and  in- 
sidious gas.  It  became  a poison  when  early 
man  first  started  making  fires  in  enclosed 
areas,  and  today  it  is  a very  common  type  of 
poisoning  ( 1 ) . As  a matter  of  fact,  it  is  the 
number  two  cause  of  death  due  to  poisoning 
in  the  United  States  (2),  and  perhaps  is  a 
more  frequent  offender  here  in  Puerto  Rico 
than  is  generally  recognized. 

The  automobile,  a necessity  of  modern 
living,  can  be  a lethal  vehicle  if  the  exhaust 
system  is  not  checked  occasionally.  The  muf- 
fler may  have  been  damaged  by  a recent  jolt, 
or  it  may  be  old  and  full  of  holes  and  shoot- 
ing massive  amounts  of  carbon  monoxide,  (in 
excess  of  8 per  cent)  into  the  chassis  of  the 
vehicle.  The  least  it  can  do  is  to  depress  your 
senses  and  reflexes,  (3-6) , especially  at  a time 
when  the  driver  needs  all  his  faculties.  He 
(while  driving)  cannot  afford  to  be  even  a 
bit  off  his  usual  alertness  and  responsive- 
ness. 

Carbon  monoxide  poisoning  “sneaks  up” 
on  you.  You  are  first  drowsy,  then  fall  asleep 
which  progresses  into  a deep  coma  and  with 
no  apparent  pain  or  distress.  This  is  why 
it  is  so  insidious. 

The  following  is  a brief  resume  of  the 
sources,  properties,  toxicity,  signs,  symptoms 
and  treatment  of  carbon  monoxide  in  man 


From  the  Institute  of  Legal  Medicine  and  the 
Department  of  Pathology  of  the  School  of  Medi- 
cine of  the  University  of  Puerto  Rico. 


SO  that  we  can  be  a little  more  aware  of  its 
actions  and  dangers.  Table  I illustrates  the 

TABLE  I:  CARBON  MONOXIDE  IN 
DIFFERENT  GASES 

Sources  Approximate  % 

Co  Content 


Automobile  exhaust  (7)  10% 

Coal  gas  10% 

Water  gas  35% 

Producers  gas  20% 

Natural  gas  nil 

Bottled  gas  (butane  or  propane  etc)  nil 


carbon  monoxide  content  of  frequently  used 
gases. 

Carbon  monoxide  also  may  be  produced 
readily  from  natural  or  bottled  gas  as  a re- 
sult of  faulty  combustion  and/or  a leaky 
flue;  or  from  an  improper  draft,  burning 
and  back  fire  or  by  low  heat  and  inadequate 
oxygen  with  carbon  deposits  on  the  combus- 
tion parts.  If  gas  refrigerators  and  ranges 
are  not  periodically  serviced  and  adjusted, 
they  too  may  become  a slow  constant  pro- 
ducer of  deadly  carbon  monoxide  (2,  8,  9). 

The  partial  combustion  of  gasoline  in  the 
gasoline  engine  is  even  a more  common 
source. 

Of  course  it  was  easy  to  evaluate  the 
death  of  the  two  young  boys  who  were  re- 
pairing their  car  in  a closed  garage  and 
then  tested  the  engine.  As  it  was  equally 
shocking  to  find  the  body  of  a man  who  on 
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returning  home  from  a drinking  party  ap- 
parently had  fallen  asleep  at  the  wheel  of 
his  car,  after  forgetting  to  turn  off  the  igni- 
tion. The  garage  had  an  automatic  door 
closing  mechanism. 

Close  encounters  are  even  more  common 
such  as: 

1.  Travelling  in  a closed  air  conditioned 
car,  the  4 years  old  son  in  the  back  seat 
went  to  sleep.  Mother  thought  that  he  was 
either  car  sick  or  tired.  At  their  destination 
(which  fortunately  was  not  far)  the  10  years 
old  and  the  12  years  old  got  out  first  to 
walk  when  they  both  collapsed.  With  fresh 
air,  rest  and  quiet,  they  were  all  right  with- 
in several  hours. 

2.  A very  similar  situation  recently  occur- 
red here  to  a distinguished  group  also 
stricken  in  a closed  car  (air  conditioned). 

3.  Similarly,  riding  in  the  rear  of  the  bus, 
a middle  aged  lady  got  up  to  get  off,  but 
collapsed  before  she  had  taken  too  many 
steps. 

The  common  denominator  in  all  above  3 
incidences  was  a damaged  exhaust  system. 

The  fact  is,  that  in  carbon  monoxide  poi- 
soning there  is  no  change  in  arterial  p02 
tension;  therefore  there  is  no  stimulation  of 
the  carotid  sinus  to  signal  danger  and  to  in- 
crease cardiac  output,  and  increase  ventila- 
tion as  would  happen  if  breathing  air  of  low 
p02.  This  plus  the  fact  that  the  oxygen 
reserve  has  been  depleted,  explains  the  sud- 
den collapse  of  persons  at  rest  who  suddenly 
stand  up  to  take  even  a few  steps.  The  resi- 
dual low  oxygen  reserve  which  is  barely  suf- 
ficient at  rest  is  now  not  sufficient  with 
even  mild  exertion  (10). 

Strange  as  it  appeared  at  first,  we  have 
also  experienced  carbon  monoxide  exposure 
in  an  open  canapy  cruiser  at  sea  during  a 


“calm”.  Two  died  (the  younger  ones),  but 
fortunately  the  other  two  recovered. 

Carbon  monoxide  poisoning  can  take 
place  anywhere! 

Carbon  monoxide  is  a gas  slightly  lighter 
than  air,  odorless  in  pure  form.  In  concen- 
tration above  70%,  it  has  a garlic  odor. 
However,  even  at  low  concentration,  the 
carbon  monoxide  that  is  usually  encounter- 
ed as  a result  of  combustion  will  have  an 
odor  due  to  its  impurities.  It  is  colorless  and 
readily  diffuses  with  air.  It  is  highly  inflam- 
mable burning  to  carbon  dioxide. 

Toxicity 

Carboxy-hemoglobin : (11) 

With  a saturation  of  less  than  5%  usually 
there  are  no'  symptoms.  With  one  below 
20%,  there  are  mild  symptoms  such  as  slight 
headache,  shortness  of  breath.  A saturation 
above  20%  causes  moderate  to  severe  symp- 
toms such  as  severe  headache,  tightness 
around  forehead,  easily  fatigued,  dizziness, 
nausea,  vomiting,  diplopia,  constriction  in 
chest,  sleepiness,  noise  in  ears  and  cherry- 
red  finger  nails,  mucous  membranes  and 
skin  (this  is  characteristic).  A saturation  a- 
bove  40%  brings  about  collapse,  coma,  in- 
termittent convulsions  and  death  by  respira- 
tory arrest. 

Physiologic  response  to  varying 
concentrations'.  (11) 

Sudden  exposure  to  large  amounts  oi 
carbon  monoxide  causes  drowsiness,  dizziness, 
loss  of  muscular  movement,  coma,  respira- 
tory failure  and  death.  This  all  takes  place 
very  rapidly.  Prolonged  exposure  to  srrtall 
amounts  of  carbon  monoxide  causes  severe 
headache,  vertigo,  tightness  around  fore- 
head, loss  of  appetite,  fatigue,  flushed  face, 
diplopia,  blurred  vision,  noises  in  ears,  cher- 
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ry-red  blotches  on  face,  neck  and  chest, 
mental  depression,  lethargy,  speech  difficulty 
(may  act  like  drunk),  difficult  breathing, 
nausea,  vomiting  and  convulsions  prior  to 
death. 

The  carbon  monoxide  percentage  satura- 
tion of  hemoglobin  depends  upon  many  fac- 
tors, the  most  important  of  which  are: 

1.  Concentration  of  the  carbon  monoxide 
in  the  atmosphere. 

2.  Duration  of  exposure. 

3.  Rate  and  depth  of  breathing. 

a.  Children’s  breathing  rate  is  more 
rapid. 

b.  Activity  (excercise)  increases  breath- 
ing rate  and  depth. 

4.  Absorption  rate. 

a.  Absorption  is  more  rapid  at  high 
temperature. 

b.  Absorption  is  more  rapid  in  high 
humidity. 

c.  Absorption  is  more  rapid  at  high 
altitudes  (ratified  air). 

In  addition  to  above,  children  are  also 
more  susceptible  because  they  have  less  he- 
moglobin and  an  increased  metabolic  rate 
which  require  a higher  oxygen  demand.  Also 
more  susceptible  are  persons  with  an  abnor- 
mally low  hemoglobin  (anemia),  heart  dis- 
ease or  hypermetabolic  diseases. 

Minimal  and  maximal  limits  of  concen- 
tration of  carbon  monoxide  in  the  atmos- 
phere has  been  suggested  by  Henderson  and 
Haggard  (12)-.  But  since  the  factor  of  time 
has  to  be  considered  also,  an  index  of  toxic- 
ity has  been  proposed  as-  the  product  of  air 
carbon  monoxide  concentration  (C)  in  parts 
per  million  (p.p.m.),  times  the  length  of 
time  of  exposure  in  hours  (t). 


.S'.  Kaye,  M.  Sc.,  Ph.D 


TABLE  II;  CARBON  MONOXIDE 
CONCENTRATION  AND  ITS  EFFECTS 


Concentration 

Effects 

ext  — 300 

no  perceptible  effect 

ext  — 600 

barely  perceptible 

ext  — 900 

headache  and  nausea 

c X t = 1500 

dangerous  levels 

Physiologic  response  to  varying  concentra- 
tion: (13) 

The  physiologic  response  to  varying  con- 
centrations of  carbon  monoxide  as  expressed 
in  p.p.m.  is  seen  in  Table  III. 

The  quantity  of  carbon  monoxide  absorb- 
ed will  vary  with  the  activity  of  the  indivi- 
dual. A person  doing  moderate  exercise  will 
breathe  about  twice  as  much  air  as  when 
at  rest  and  consequently  will  absorb  twice 
as  much  carbon  monoxide.  The  blood  car- 
bon monoxide  concentration  will  therefore 
increase  proportionally  more  rapid. 

Action 

Carbon  monoxide  has  no  irritating  or 
systemic  action  on  tissue  nor  does  it  damage 
red  blood  cells.  Its  action  is  single  fold,  it 
combines  with  the  hemoglobin  of  the  red 
blood  cell  to  form  a strong  physical  union. 
This  product,  carboxyhemoglobin,  is  a very 
stable  compound  and  is  characteristically 
pink  (cherry-red).  This  cherry-red  color  is 
diagnostically  characteristic  and  in  many 
cases  may  lead  to  the  suggestion  of  carbon 
monoxide  poisoning  where  it  was  not  pre- 
viously suspected.  Carbpn  monoxide  has 
more  than  a 200  time  greater  affinity  for 
hemoglobin  than  does  oxygen.  In  this  man- 
ner it  replaces  oxygen  and  produces  a con- 
dition similar  to  anemia  (anemic  anoxia) 
because  the  hemoglobin  is  now  not  available 
to  carry  oxygen  (just  as  though  it  were  total- 
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TABLE  III:  EFFECT  OF  VARYING  CONCE  NTRATION  OF  CARBON  MONOXIDE 


Concentration 

of  carbon 

monoxide  in 

p.p.m. 

100 

(0.01%) 

400 

(0.04%) 

600 

(0.06%) 

1000 

(0.10%) 

2000 

(0.20%) 

6000 

(0.60%) 

10000 

(1-0%) 

Approximate  Effect 

allowable  for  only  several  hours 

allowable  for  only  one  (1)  hour 

noticeable  effect  after  one  (1)  hour 

unpleasant  but  sub-lethal  effects  for  only  one  (1)  hour 

unconscious  and  dangerous  in  30  minutes 

unconscious  and  dangerous  in  10-15  minutes 

unconscious  and  dangerous  in  1-5  minutes 


ly  deficient) . In  addition  to  this,  the  pres- 
ence of  carboxyhemoglobin  also  interferes 
with  the  normal  dissociation  and  release  of 
oxygen  to  the  cells  from  such  oxyhemoglobin 
as  is  present  in  the  blood  (10).  In  this  man- 
ner the  tissue  cells  are  starved  and  destroyed 
for  the  want  of  oxygen.  The  nerve  cells  are 
especially  sensitive  to  this  oxygen  lack,  with 
the  brain  being  the  most  vulnerable. 

The  carboxyhemoglobin  formed  is  stable, 
but  this  may  be  reversible  in  the  presence 
of  large  amounts  of  oxygen  obeying  the  law 
of  mass  action.  Following  about  three  hours 
of  normal  breathing  there  will  be  approxi- 
mately a fifty  per  cent  drop  in  the  carboxy- 
hemoglobin of  the  blood  (10),  (5/2  life  in 
three  hours) . This  fifty  per  cent  elimination 
(}/2  life),  may  also  be  accomplished  bv  giv- 
ing pure  oxygen  therapy  for  about  30  mi- 
nutes. 

Treatment 

Immediately  remove  patient  from  expo- 
sure with  minimal  activity;  carry'  in  horizon- 
tal position;  minimize  energy  used  and 
oxygen  demand.  Any  exertion  may  cause 
patient  to  collapse  because  of  low  oxygen 
reserve. 

Oxygen  (pure)  is  indicated,  so  is  artificial 
respiration  if  breathing  is  labored  or  shal- 
low. It  is  most  urgent  to  prevent  or  abate 


anoxia! 

Circulation  may  be  improved  by  gently 
rubbing  extremities.  Keep  patient  warm  and 
quiet.  Avoid  all  strain.  Complete  bed  rest. 
Be  alert  to  a possible  delayed  relapse  several 
hours  later. 

Small  amounts  of  whole  blood  transfusions 
has  some  times  been  suggested  but  perhaps 
not  necessary,  since  carboxyhemoglobin  (al- 
though fixed)  is  not  a lasting  union.  In  three 
hours  about  50%  of  the  combined  carbon 
monoxide  is  removed  by  ordinary  breathing. 
Oxygen  therapy  greatly  facilitates  this  re- 
moval (about  50%  in  30  minutes). 

Respiratory  stimulants,  carbon  dioxide 
combined  with  the  oxygen,  or  methylene  blue 
are  now  believed  to  be  of  little  practical 
value  and  perhaps  even  dangerous. 

Supportive  measures  are  usually  necessary. 
Pulmonary  edema  and/or  pneumonia  is  a 
possible  complication. 

Diagnosis 

Is  commonly  made  by  history  and  cir- 
cumstances. Fingernails,  mucous  membranes 
and  skin  are  cherry-red  which  is  characteris- 
tic. 

Because  carboxyhemoglobin  is  so  cherry- 
red  and  is  a tight  combination,  this  can  be 
used  as  a means  to  identification. 
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Test: 

Dilute  1-2  drops  specimen  of  blood  with 
about  15  ml.  of  water,  so  that  it  is  now  a 
faint  pink.  This  is  performed  parallel  with 
positive  CO  blood  and  a negative  blank. 

To  each  of  these  three  specimens  quickly 
add  about  5 drops  of  25%  sodium  hydroxide, 
place  thumb  over  top  of  each  and  quickly 
shake  individually. 

The  normal  blank  will  immediately  turn 
a straw-color  whereas  blood  containing  more 
than  20%  carboyhemoglobin  will  also  turn 
a straw-color  but  will  delay  5 to  60  seconds 
or  more  before  it  is  straw.  The  intensity  of 
the  original  pink  plus  the  time  of  persistence 
may  help  to  approximate  small,  moderate  or 
large  amounts.  This  test  is  specific  for  car- 
boxyhemoglobin  and  is  positive  for  levels 
above  20%  saturation.  The  simpliaty  of  this 
test  should  lend  itself  to  emergency  use  (11). 

Summary 

Carbon  monoxide  poisoning  is  more  com- 
mon than  we  are  generally  aware  of. 

Early  recognition  of  signs  and  symptoms, 
history  and  circumstances  associated  with 
carbon  monoxide  exposure  would  allow  for 
prompt  and  proper  treatment  and  thus  mini- 
mize damage  especially  to  the  central  ner- 
vous system,  and  may  even  prevent  death. 

Resumen 

La  intoxicación  con  monóxido  de  carbono 
es  más  común  de  lo  que  generalmente  se  cree. 

El  reconocimiento  a tiempo  de  los  signos 
y síntomas  y de  la  historia  y circunstancias 
asociadas  a la  exposición  al  monóxido  de 
carbono  permitirá  un  tratamiento  apropiado 
disminuyendo  de  esa  manera  daños  especial- 
mente el  sistema  nervioso  central  y en  mu- 
chos casos  hasta  evitando  la  muerte. 
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LIGATION  OF  THE  INTERNAL  ILIAC 
(HYPOGASTRIC)  ARTERIES 
IN  THE  CONTROL  OF  OBSTETRIC  AND 
GYNECOLOGIC  HEMORRHAGE 


Louis  Keith,  M.D. 

Walter  J.  Reich,  M.D. 
Mitchell  J.  Nechtow,  M.D. 


Unfortunately  hemorrhage  has  not  been 
eliminated  as  a major  cause  of  death  in  ob- 
stetrics and  gynecology.  (1)  Even  with  the 
advent  of  larger  and  better  blood  banking 
facilities  in  both  the  rural  and  urban  areas, 
the  nature  of  our  specialty  is  such  that  alarm- 
ing blood  loss  may  become  apparent  in  a 
short  time  and  threaten  the  patient’s  life.  (2) 
The  ability  to  replace  blood  as  it  is  being 
lost  or  shortly  thereafter  is  not  enough;  the 
attending  physician  must  be  able  to  take  ac- 
tive steps  to  stem  the  tide.  If  he  cannot  do 
this,  disaster  may  be  the  outcome.  In  our 
opinion,  ligation  of  the  hypogastric  arteries 
is  a definitive  procedure  in  the  prevention  of 
death  from  uncontrollable  obstetric  and  gy- 
necologic hemorrhage.  (3) 

Our  interest  in  this  operation  has  extend- 
ed over  many  years,  and  we  have  seen  its  use 
more  frequently  of  late  by  our  colleagues  in 
obstetrics  and  gynecology  as  well  as  those  in 
general  surgery  and  urology.  It  definitely 
should  not  be  thought  of  as  a radical  or  last 
ditch  procedure;  nor  should  it  be  looked 
upon  as  presenting  formidable  technical  dif- 
ficulties. Its  effectiveness  stems  from  the  fact 
that  it  is  based  on  sound  principles  of  surgical 


anatomy.  Blood  supply  is  shut  off  at  a level 
slightly  higher  than  the  actual  bleeding  site. 
The  area  where  the  ligation  takes  place  i;í 
somewhat  removed  from  the  site  of  the -pa- 
thology and  exposure  and  approach  thereby 
facilitated. 

The  essential  anatomy  of  the  pelvis  which 
must  be  kept  in  mind  is  as  follows:  The 
common  iliac  artery  bifurcates  into  two  main 
branches;  the  external  iliac  artery  which 
becomes  the  femoral  artery  in  the  leg  and  the 
internal  iliac  (hypogastric)  artery  which  des- 
cends into  the  true  pelvis  where  it  divides 
into  anterior  and  posterior  divisions.  (Table 
I,  Fig.  1.)  The  level  of  the  bifurcation  of 
the  common  iliac  artery  is  fairly  constant, 
and  there  are  two  landmarks  to  guide  the 
surgeon.  The  first  is  a line  drawn  between 
both  anterior  superior  iliac  spines,  and  the 
second  is  the  sacral  promontory.  Both  of 
these  landmarks  occur  at  the  level  of  the 
bifurcation. 

Some  other  anatomical  relationships  are: 
1)  anteromedially  the  artery  is  covered  by 
peritoneum;  2)  the  ureter  lies  anterior  to 
the  artery  crossing  it  at  approximately  the 
level  of  the  bifurcation  and  being  attached 
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TABLE  I;  BRANCHES  OF  THE  INTERNAL 
ILIAC  ARTERY 


Posterior  Division  Anterior  Division 

Parietal  Parietal  Visceral 

Iliolumbar  Obturator  Umbilical 

Lateral  Sacral  Internal  Pu-  Superior  Vesicle 
dendal 

Superior  Gluteal  Inferior  Gluteal  Middle  Hemor- 
rhoidal 
Uterine 
Vaginal 


TABLE  II:  ANASTOMOSIS  OF  THE 
FOLLOWING  VESSELS  IS  NOTED 


Fig.  1.  Gross  anatomic  picture.  Note  common 
iliac  artery,  external  iliac  artery  and  the  internal 
iliac  (hypogastric  artery  and  its  branches;  also 
ureter  at  bifurcation)  (Reproduced  with  permis- 
sion from  J.  Int.  Coll.  Surg.) 

to  the  peritoneum;  3)  the  external  iliac  vein 
and  the  obturator  nerve  lie  posterolaterally 
to  the  internal  iliac  artery;  4)  the  psoas 
muscles  are  directly  lateral  to  the  artery;  5) 
the  internal  iliac  vein  is  posteromedial  (4) 
The  collateral  circulation  to  the  area  sup- 
plied by  the  internal  iliac  artery  is  excellent 
(Table  II),  and  we  have  had  no  adverse 
effects  to  the  bladder,  rectum  or  other  pelvic 
viscera  following  ligation.  Likewise,  we  are 
not  aware  of  published  reports  to  this  sub- 
ject. 

Indication  for  ligation  of  the  iliac  artery 

Active  Indication:  Under  this  classifica- 
tion there  are  grouped  certain  entities  in 
which  hemorrhage  takes  place  at  an  alarming 
rate.  The  use  of  sutures,  packs  and  hemostatic 
agents  is  often  ineffective.  Hypogastric  artery 
ligation  may  save  the  patient’s  life. 

1.  Vaginal  or  cuff  bleeding  following  va 
ginal  or  abdominal  hysterectomy:  This  may 


Branch  of  Internal  Iliac  With  Anastomotic  Vessels 


1.  The  uterine  arteries 

2.  Inferior  and  middle 
hemorrhoidal 

3.  Pubic  branches  of 
obturator 

4.  Inferior  gluteal 

5.  Superior  gluteal 

6.  Iliolumbar 

7.  Lateral  sacral 

8.  Vesical  arteries 


1.  right  and  left  ovarian 
arteries  (direct  bran- 
ches of  the  aorta)  . 

2.  superior  hemorrhoidal 
artery  (branch  of  in- 
ferior mesenteric) 

3.  Inferior  epigastrios 
(branch  of  external 
iliac) 

4.  circumflex  and  perfo- 
rating branches  of  the 
deep  femoral  artery. 

5.  lateral  sacral  (poste- 
rior branches) 

6.  lumbar  artery  (from 
aorta) 

7.  Middle  sacral 

8.  branches  of  the  uter- 
ine and  vaginal  ar- 
teries. 


occur  immediately  after  surgery  or  several 
days  or  weeks  later  if  infection  and  slough  of 
tissue  sets  in. 

2.  Hemorrhage  from  the  vaginal  angles 
or  lower  cardinal  ligaments  during  or  after 
total  abdominal  hysterectomy:  This  area  has 
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been  aptly  called  “coffin  corner.”  Massive 
and  reckless  suturing  may  lead  to  the  tying 
off  of  a ureter. 

3.  Intractable  hemorrhage  from  exten- 
sive carcinoma  of  the  cervix  with  necrosis 
and  lough  of  tissue:  We  are  aware  that  the 
response  to  radiotherapy  is  often  less  than 
optimal  following  the  procedure,  but  there 
are  cases  in  which  nothing  short  of  ligation 
will  stop  the  bleeding  (5,  6). 

4.  Inoperable  carcinoma  of  the  endome- 
trium: At  the  time  of  surgery  the  ovarian 
arteries  may  be  ligated  as  well. 

5.  Rupture  of  the  uterus:  The  uterine 
artery  is  often  torn  off  at  its  derivation  from 
the  hypogastric.  Hysterectomy  alone  will  not 
control  the  bleeding. 

6.  Placenta  previa  with  bleeding  from  the 
lower  uterine  segment : The  decidual  reaction 
under  the  placenta  may  be  poor  and  the 
ability  of  the  lower  segment  to  contract  lack- 
ing. Ligation  of  the  hypogastrics  at  the  time 
of  section  may  forstall  the  necessity  of  hyste- 
rectomy. 

7.  Uterine  atony:  The  patient  may  be 
moribund  and  while  hysterectomy  is  often 
desirable,  it  is  dangerous. 

8.  Extensive  lacerations  of  the  upper 
vagina,  cervix  and  lower  broad  ligament:  At 
times  this  occurs  after  a precipitate  delivery. 
Suturing  each  laceration  is  impossible. 

9.  Post  conization  of  the  cervix:  Infection 
with  slough  of  tissue  precipitates  massive  he- 
morrhage which  does  not  respond  to  packing 
or  suturing. 

10.  Intra-peritoneal  hemorrhage  in  the 
immediate  post-operative  period : The  sutures 
around  one  or  both  uterine  arteries  occa- 
sionally “slip”  leading  to  severe  bleeding. 
Ligation  of  the  hypogastric  arteries  will  stop 
it. 

Prophylactic  indications:  There  are  cer- 


tain situations  in  which  hemorrhage  as  such 
may  not  have  yet  occurred,  but  in  which  it 
is  most  likely  to  do  so. 

The  ligation  of  the  internal  iliac  (hypo- 
gastric) arteries  early  in  the  operative  proce- 
dure will  not  only  save  the  patient’s  blood, 
but  will  allow  the  operator  to  continue  in  a 
relatively  dry  field. 

1.  Abdominal  hysterectomy  for  leiomy- 
omata with  fixation:  In  many  cases  there  is 
a cervical  fibroid  in  the  area  of  the  uterine 
artery  or  a key  fibroid  which  requires  mor- 
cellation. 

2.  Abdominal  hysterectomy  in  Jehavah’s 
Witnesses:  These  patients  may  have  valid 
indications  for  the  operation  but  make  it 
clear  beforehand  that  they  do  not  want  trans- 
fusions. Ligation  of  the  hypogastric  arteries 
prior  to  the  hysterectomy  will  cut  down  the 
blood  loss. 

3.  Wertheim  Hysterectomy:  The  blood  loss 
at  the  time  of  the  dissection  around  the 
cervix  and  bladder  can  be  cut  down  consider- 
ably. 

4.  Hematoma  of  the  broad  ligament : The 
bleeding  point  may  not  be  obvious  or  there 
may  be  a continual  oozing. 

5.  Extensive  endometriosis:  Definitive 
surgery  is  easier  if  the  blood  supply  to  the 
area  is  diminished. 

6.  Extensive  Pelvic  Inflammatory  Disease: 
Separation  of  adhesions  may  leave  a large 
area  without  peritoneum  overlying  it.  Liga- 
tion will  cut  down  the  blood  loss. 

7.  Intraligamentary  fibroid:  This  may 
occasion  major  hemorrhage  from  the  base 
of  the  broad  ligament. 

8.  Large  Ovarian  tumors  with  extensive 
adhesions:  If  hysterectomy  is  being  done, 
blood  loss  will  be  less  after  ligation. 

9.  Abdominal  pregnancy  with  pelvic  im- 
plantation of  the  placenta:  Even  though  the 
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placenta  is  left  “in  situ”  this  procedure  should 
be  considered. 

10.  Bleeding  necrotic  recto-vaginal  fistula; 
Often  a colostomy  is  done  for  patient  com- 
fort and  for  the  maintenance  of  personal 
hygiene.  Ligation  of  the  hypogastric  arteries 
at  the  time  of  surgery  will  cut  down  the 
blood  supply  to  the  area  of  the  fistula  and 
promote  healing  even  though  cure  may  never 
be  effected. 

Surgical  Technique:  (Fig.  2).  The  bila- 
teral procedure  is  more  effective  in  our  opi- 
nion, but  there  is  no  doubt  that  there  are 
cases  in  which  unilateral  ligation  will  suffice. 
A transabdominal  or  extra-peritoneal  ap- 
proach may  be  used,  but  we  favor  the  former 
unless  the  patient  is  very  obese.  The  selection 
of  the  type  of  suture  is  important  and  varies 
with  the  age  of  the  patient  and  the  indication 
for  the  operation.  If  the  patient  is  young  and 
there  are  hopes  of  saving  the  uterus  for  future 
child  bearing  function,  0 chromic  catgut  is 
the  ligature  of  choice.  This  is  based  on  the 
fact  that  the  artery  may  recanalize  at  a later 
date.  Certainly,  menstrual  function  is  normal 
after  ligation  with  conservation  of  the  uterus, 
and  several  pregnancies  have  been  reported 
post-operatively. 

If  retention  of  the  uterus  is  not  contem- 
plated, then  we  suggest  that  double  strand 
2-0  black  silk  be  used.  Should  the  patient 
be  elderly,  or  in  the  presence  of  arterioscle- 
rotic blood  vessels,  a wet  umbilical  tape  is  the 
preferential  ligature.  It  is  not  necessary  to 
cut  between  the  two  ligatures  and,  in  fact, 
this  is  not  advisable.  There  is  always  the 
slim  possibility  that  the  external  branch  be 
tied  inadvertently  and  should  this  be  the  case, 
immediate  deligation  will  save  the  limb  if 
too  much  time  does  not  elapse.  This  is  a 
crucial  point,  for  one  does  not  want  to  ligate 
the  wrong  branch.  The  external  iliac  artery 


Fig.  2.  Midline  incision:  Exposure  of  internal 
'iliac  artery  and  its  ligation.  Note  ureter  adherent 
to  posterior  peritoneum  and  reflected  medially. 
Closure  of  peritoneum  over  vessels  with  interrupt- 
ed sutures.  (Reproduced  with  permission  from  J. 
Int.  Coll.  Surg.) 

will  be  seen  coursing  distally  towards  the  leg 
where  it  becomes  the  femoral  artery,  and  the 
internal  iliac  artery  is  noted  to  course  deep 
into  the  pelvis.  When  the  identification  has 
been  made,  the  artery  may  be  elevated  with 
a Mixter  forceps  taking  care  not  to  traumatize 
the  vein  which,  in  some  cases,  is  fairly  ad- 
herent to  the  undersurface  of  the  artery. 
When  the  ligature  material  has  been  passed, 
and  before  it  is  tied,  the  external  iliac  artery 
must  be  re-identified  and  palpated.  After 
this  is  done  ligation  may  be  accomplished 
safely. 

The  peritoneum  should  be  closed  in  the 
line  of  incision  with  interrupted  sutures  of 
3-0  plain  catgut.  The  use  of  a continuous 
suture  may  lead  to  kinking  of  the  ureter. 

Extra- peritoneal  approach:  (Fig.  3)  The 
skin  incisioji  is  in  the  inguinal  and  iliac  areas, 
parallel  with  the  course  of  the  external  obli- 
que muscle  1-2  cm.  medial  to  the  anterior 
superior  iliac  spine.  It  is  extended  about  3 
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Fig.  3.  Incision  in  groin  region  on  right  side. 
Exposure  of  vessels  extraperitoneally  and  ligation 
of  internal  iliac  (hypogastric  artery)  . (Reproduced 
with  permission  from  J.  Int.  Coll.  Surg.) 

crrj.  above  and  below  the  central  point.  The 
fat  and  areolar  tissue  are  dissected  away  after 
which  a muscle  splitting  incision  is  made. 
With  the  peritoneum  in  view,  the  parietal 
aspect  is  reflected  medially  exposing  the 
posterior  peritoneum  with  the  ureter  attached 
to  it  (analogous  to  the  reflection  of  the 
medial  flap  in  the  transabdominal  approach) . 
The  vessels  will  be  seen  to  lie  laterally  in 
this  instance.  It  the  operating  table  is  tilted 
so  that  the  side  being  operated  upon  is  15-20 
degrees  higher  than  the  other,  the  abdominal 
contents  will  fall  away  and  facilitate  the 
dissection.  (7)  Also  laparotomy  pads  may  be 
used  to  pack  away  the  peritoneum  and  ab- 
dominal viscera.  The  ligation  takes  place  as 
above.  The  closure  is  similar  to  that  used  in 
a herniorrhaphy. 


Summary 

The  rational  behind  the  effectiveness  of 
the  ligation  of  the  internal  iliac  (hypogastric) 
artery  ir\  the  control  of  massive  obstetrical 


and  gynecological  hemorrhage  has  been  given. 
The  active  and  prophylactic  indications  for 
the  procedure  have  been  noted.  The  surgical 
anatomy  and  technique  have  been  described. 
It  is  the  continuing  opinion  of  the  authors 
that  this  procedure  is  safe  and  in  some  in- 
stances life-saving. 

Resumen 

Las  razones  que  explican  la  efectividad 
de  la  ligadura  de  las  arterias  hipogástricas 
en  el  control  de  las  hemorragias  masivas 
obstétricas  y ginecológicas  se  han  menciona- 
do. Las  indicaciones  activas  y profilácticas 
para  este  procedimiento  se  han  enumerado. 
La  anatomía  quirúrgica  y la  técnica  opera- 
toria se  han  descrito.  Es  la  opinión  de  los 
autores  que  este  es  un  procedimiento  seguro 
y en  algunas  ocasiones  puede  decidir  la  vida 
del  paciente. 
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DE  LA  AMPR  A LA  CAMARA 
DE  DELEGADOS 


San  Juan,  P.R. 

6 de  noviembre  de  1965. 

Tennina  el  año  oficial  de  1964  al  1965 
y con  él  tennina  mis  obligaciones  en  la  Pre- 
sidencia. Este  informe  que  tengo  a bien  ren- 
dirles al  terminar  dichas  obligaciones,  lo 
haré  en  tres  partes.  La  primera  parte,  al 
igual  que  en  informes  anteriores,  será  sobre 
las  Resoluciones  aprobadas  por  la  Cámara 
de  Delegados  en  su  última  reunión  en  Ponce 
el  28  de  agosto,  y su  implementación;  la 
segunda  parte  será  un  resumen  de  los  puntos 
sobresalientes  de  nuestro  trabajo  durante  el 
pasado  año  y la  tercera  parte  será  sobre 
programas  que  no  han  podido  tenninarse  y 
proyecciones  futuras. 

Primera  Parte 

Informe  sobre  la  implementación  de  las 
Resoluciones  aprobadas  por  la  Cámara  de 
Delegados  en  agosto  28  de  1965. 

Resolución  Núm.  1:  Plan  Médico  Hospita- 
rio  Voluntario  de  la  AMPR 

Dicho  plan  le  fue  entregado  personalmente 
a nuestro  Honorable  Gobernador  Roberto 
Sánchez  Vilella  por  un  servidor.  Luego  se  le 
informó  a teda  la  prensa  sobre  el  mismo  y 
ahora  estamos  en  la  etapa  de  enviarle  copia 


de  dicho  plan  a toda  persona  o entidad  que 
creamos  pueda  ayudarnos  en  la  implemen- 
tación del  mismo. 

Resolución  Núm.  2:  Directorios  Profesionales 
Dicha  resolución  fue  traída  ante  la  aten- 
ción de  toda  nuestra  matrícula  para  su  in- 
formación. Además  se  pudo  gestionar  con 
éxito  el  eliminar  el  Directorio  Profesional 
que  se  publicaba  en  el  periódico  “El  Impar- 
cial”. 

Resolución  Núm.  3:  Facilidades  de  enseñanza 
en  Ponce  para  estudiantes  de  la  Escuela  de 
Medicina 

Dicha  resolución  pasó  al  Consejo  de  Re- 
laciones Públicas  para  luego  pasar  a la  Junta 
de  Directores  y copia  de  dicho  informe  está 
en  su  Manual  de  Delegados. 

Resolución  Núm.  4:  Agente  Intermediario 
del  Plan  Federal  “Medicare”  en  Puerto  Rico 
Dicha  resolución  le  fue  enviada  a la  Tri- 
ple S para  que  le  dieran  la  mejor  utilización 
posible.  Además,  se  le  enviaron  varias  copias 
al  Sr.  John  Castellucci,  Vice  Presidente  Eje- 
cutivo del  Escudo  Azul  Nacional  para  su  in- 
formación y para  que  también  le  diese  el  me- 
jor uso  posible. 
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Resolución  Núm.  5:  Posición  del  Médico 
Generalista  en  el  Hospital  General 

Dicha  resolución  fue  referida  al  Consejo 
de  Servicios  Médicos  para  su  estudio  y el 
informe  sobre  dicha  resolución  a la  Cámara 
de  Delegados  está  en  su  Manual  de  Dele- 
gados. 

Resolución  Núm.  6:  Internados  de  estudian- 
tes de  medicina  graduados  de  escuelas  extran- 
jeras 

Dicha  resolución  fue  referida  al  Comité 
Especial  que  preside  el  Dr.  Carlos  Bertrán  y 
que  está  trabajando  con  los  problemas  de 
médicos  graduados  en  Universidades  del  ex- 
tranjero. Espero  que  él  les  tenga  un  informe 
preparado  a la  Cámara  sobre  este  asunto. 
Resolución  Núm.  7;  Problemas  de  Narcóticos 
y Sexo  en  nuestras  escuelas. 

Esta  resolución  fue  referida  al  Consejo 
de  Relaciones  Públicas  según  lo  dispuso  la 
Cámara  de  Delegados  y en  su  Manual  de 
Delegados  está  el  informe  sobre  la  misma. 
Resolución  Núm.  8:  Resoluciones  de  las  So- 
ciedades Médicas  de  Distrito. 

Declaradas  fuera  de  lugar. 

Resolución  Núm.  9:  Comité  de  Utilización  de 
Camas  de  Hospital 

Se  enviaron  suficientes  copias  de  dicha 
resolución  a la  Asociación  de  Hospitales  pa- 
ra ser  distribuidas  entre  los  miembros  de  di- 
cha Asociación  y suficientes  copias  al  De- 
partamento de  Salud  para  su  distribución 
entre  los  hospitales  del  gobierno.  También  se 
le  suministraron  suficientes  copias  a los  miem- 
bros de  la  Junta  de  Directores  para  que  ayu- 
den a estimular  dicho  comité  en  las  diferen- 
tes facultades  médicas  a las  cuales  pertene- 
cen. 

Les  incluyo  con  esta  primera  parte  del  in- 
forme, una  copia  del  Boletín  Informativo 
de  octubre  de  1965,  donde  encontrarán  en 


la  página  6 un  resumen  de  dichas  resolucio- 
nes y así  podrán  evaluar  mejor  la  implemen- 
tación  de  las  mismas. 

Segunda  Parte 

Resumen  de  las  Actividades  más  Importantes 
I — Administración: 

Durante  el  pasado  año  se  ha  continua- 
do la  labor  de  mejorar  nuestra  administra- 
ción. Dicha  labor  fue  empezada,  como  todos 
ustedes  bien  lo  saben,  por  nuestro  Presiden- 
te Pasado  Inmediato,  el  Dr.  Carlos  Bertrán. 
Ya  nuestro  personal  está  más  compenetra- 
do de  su  trabajo  y se  está  funcionando  más 
eficientemente.  Nuestro  edificio  ha  sido  me- 
jorado, la  biblioteca  pronto  quedará  termi- 
nada, nuestras  publicaciones  están  prácti- 
camente al  día,  nuestro  sistema  de  cobros 
ha  mejorado,  nuestros  Consejos,  Comités  y 
Juntas  están  haciendo  una  gran  labor,  nues- 
tros archivos  están  prácticamente  termina- 
dos y la  información  está  más  accesible. 

Le  agradecemos  mucho  a la  Sociedad 
de  Esposas  de  Médicos  y en  especial  a la 
Sra.  del  Dr.  Héctor  Bladuell  por  su  coope- 
ración en  mejorar  nuestros  jardines.  También 
pagaron  la  pintura  de  la  fachada  del  edifi- 
cio, van  a arreglar  el  cuarto  para  señoras  y 
están  decorando  el  interior  de  nuestro  edifi- 
cio. 

El  cambio  más  importante  en  el  area  de 
administración  en  mi  opinión  es  que  em- 
pezando el  1 de  noviembre  de  1955  tenemos 
con  nosotros  al  Sr.  Francisco  Colón  quien 
fue  nombrado  Vice  Presidente  Ejecutivo  se- 
gún fue  aprobado  por  nuestra  Cámara  de 
Delegados.  En  la  designación  de  dicho  Vice 
Presidente  Ejecutivo  tengo  que  agradecer  la 
gran  cooperación  que  tuve  de  parte  de  nues- 
tro Presidente  Electo  el  Dr.  Luis  Sala  quien 
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se  tomó  la  iniciativa  y cooperó  de  una  rha- 
nera  decidida  para  que  este  puesto  se  con- 
virtiese en  realidad.  Creo  que  el  tiempo  nos 
dirá  la  importancia  de  este  paso  que  ha  da- 
do nuestra  Asociación  Médica  en  ver  de  que 
tengamos  una  organización  efectiva  para  po- 
der realizar  el  trabajo  que  se  nos  requiere. 

II — Relaciones  Públicas: 

Durante  el  pasado  año  nos  hemos  venido 
reuniendo  semanalmente  con  el  Dr.  Luis  Sa- 
la, el  Dr.  Carlos  Bertrán,  el  Dr.  Luis  Viñas 
Sorbá,  el  Ledo.  Gustavo  Agrait  y con  otros 
miembros  de  la  Junta  de  Directores.  Dichas 
reuniones  han  sido  de  un  valor  extraordinario 
para  cristalizar  ideas  y para  mantenernos  mu- 
tuamente informados  de  lo  que  está  suce- 
diendo día  a día.  Con  el  nombramiento  del 
Vice  Presidente  Ejecutivo,  el  presupuesto  pa- 
ra Relaciones  Públicas,  tuvo  que  ser  dismi- 
nuido, pero  quiero  enfatizar  de  que  en  mi 
opinión  personal  este  es  un  servicio  que  no 
se  debe  descontinuar  por  completo,  aunque 
se  haga  en  menor  escala.  Estoy  seguro  que 
nuestra  Cámara  de  Delegados  estará  de 
acuerdo  con  esta  opinión  que  les  he  dado. 

Durante  el  pasado  año  nuestras  relaciones 
con  la  prensa  han  sido  inmejorables  y quiero 
darle  públicamente  las  gracias  a la  prensa 
por  dicha  cooperación.  Siempre  que  se  le 
solicitó  dicha  cooperación  y siempre  que  se 
le  pidió  ayuda  en  algo,  la  tuvimos  en  seguida 
y estoy  seguro  que  esta  cooperación  la  se- 
guirá teniendo  nuestro  próximo  presidente, 
el  Dr.  Luis  Sala. 

III.  Legislación: 

En  mis  informes  a la  Cámara  de  Dele- 
gados en  las  reuniones  de  abril  y de  agosto 
de  1965  se  les  hizo  una  explicación  completa 
sobre  nuestra  labor  durante  la  reunión  regu- 
lar de  la  legislatura.  Es  mi  impresión  que  el 
año  que  viene  se  presentarán  proyectos  de 


ley  en  los  cuales  nosotros  tendremos  gran 
interés.  Es  por  lo  tanto  muy  importante  el 
que  se  termine  el  “Proyecto  de  Pareo”  entre 
nuestros  amigos  legisladores  y nosotros  para 
que  podamos  tener  una  influencia  más 
efectiva  sobre  legislación. 

Ya  se  puso  al  día  el  manual  que  recopila 
copias  de  las  leyes  que  tienen  que  ver  con 
la  Práctica  de  la  Medicina  en  Puerto  Rico. 
Dicho  manual  fue  otro  del  Dr.  Carlos  Ber- 
trán y no  del  Dr.  José  Manuel  Torres  como 
les  informara  equivocadamente  en  la  reu- 
nión de  agosto.  Cualquiera  que  quiera  una 
copia  del  mismo  puede  pedirla  a nuestras 
oficinas. 

IV.  Actividades  Combinadas: 

(Tribunal  Examinador  de  Médicos,  Es- 
cuela de  Medicina,  Departamento  de  Salud 
y Asociación  Médica  de  Puerto  Rico) 

Tribunal  Examinador  de  Médicos: 

Hasta  el  día  de  hoy  en  que  les  estoy  es- 
cribiendo este  informe,  no  he  tenido  noticias 
de  que  el  nuevo  Tribunal  Examinador  de 
Médicos  haya  sido  nombrado  por  nuestro 
Honorable  Gobernador  de  Puerto  Rico,  Don 
Roberto  Sánchez  Vilella.  Llevamos  casi  un 
año  haciendo  gestiones  sobre  esto, 'pero  sin 
ningún  resultado.  Espero  que  mi  sucesor  el 
Dr.  Luis  Sala  obtenga  mejores  resultados  que 
yo  en  sus  gestiones  sobre  dicho  Tribunal. 

2 — Escuela  de  Medicina: 

Nuestras  relaciones  con  la  Escuela  de  Me- 
dicina siempre  han  sido  muy  cordiales  y he- 
mos cooperado  mutuamente  en  todo  lo  que 
ha  sido  de  interés  para  ambos.  Tuve  el  pla- 
cer de  hablarle  a la  Asociación  de  Gradua- 
dos de  nuestra  escuela  y le  enfatizamos  la 
importancia  de  ellos  como  graduados  de  di- 
cha escuela  y de  la  facultad  médica  de  nues- 
tra escuela  como  forjadores  de  opinión  y lo 
mucho  que  podemos  hacer  todos  por  nuestra 
comunidad. 
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3 — Departamento  de  Salud: 

Se  han  continuado,  más  o menos  regular- 
mente, nuestras  conversaciones  con  el  Secre- 
tario de  Salud,  el  Dr.  Guillermo  Arbona. 
Siento  mucho  decirles  que  ha  sido  más  lo 
que  se  ha  hablado  que  lo  que  se  ha  hecho. 

De  los  ocho  médicos  que  se  le  recomen- 
daron para  escoger  a uno  para  la  Junta  Con- 
sultiva de  Hospitales,  no  escogieron  a ningu- 
no. El  proyecto  piloto  de  convertir  a un  Cen- 
tro de  Salud  del  Gobierno  en  un  Centro  de 
Salud  de  la  Comunidad,  tampoco  se  crista- 
lizó este  año. 

V.  Socios: 

Durante  el  año  en  curso  hemos  hecho  un 
esfuerzo  por  hacer  todo  lo  más  posible  por 
nuestros  socios.  Se  ha  tratado  de  darle  el  ma- 
yor número  posible  de  servicios  y también 
hemos  tratado  de  mantenerlos  informados  en 
todo  lo  posible.  Hemos  tomado  parte  en  se- 
siones informativas  informales  con  los  miem- 
bros de  todos  los  distritos  y varias  veces  en 
más  de  una  ocasión. 

También  durante  el  año  nuestra  Asocia- 
ción y nuestras  Asociaciones  de  Distrito  han 
tenido  una  campaña  continua  para  la  admi- 
sión de  nuevos  miembros  para  nuestra  Aso- 
ciación y para  la  Asociación  Médica  Ameri- 
cana. Vuelvo  a enfatizar  a cada  uno  de  nues- 
tros delegados  la  importancia  extrema  que 
tienen  estas  dos  campañas  y que  es  esencial 
y crucial  el  que  cada  uno  de  nosotros  par- 
ticipe activamente  en  conseguir  más  miem- 
bros para  nuestra  Asociación  y para  la  Aso- 
ciación Médica  Americana. 

VI.  Reuniones: 

Desde  la  reunión  de  la  Cámara  de  agos- 
to hemos  participado  en  las  siguientes  reunio- 
nes importantes: 

1 — Reunión  extraordinaria  de  la  Cáma- 
ra de  Delegados  en  Chicago. 


Durante  los  días  2 y 3 de  octubre  tuvo 
lugar  en  Chicago  la  segunda  reunión  extra- 
ordinaria de  la  Cámara  de  Delegados  en  este 
año.  Fuimos  a la  misma  acompañados  del  Dr. 
Carlos  Bertrán,  Dr.  Luis  Izquierdo  Mora  y 
Dr.  Rafael  Cuevas  Zamora.  El  día  antes  de 
la  reunión  de  la  Cámara,  asistimos  a un  día 
de  conferencias  de  orientación  sobre  la  ley 
pública  89-97  (Medicare). 

En  su  manual  le  hemos  incluido  una  co- 
pia del  informe  completo  de  lo  que  se  deci- 
dió por  la  Cámara  de  Delegados  de  la  AMA 
en  esa  reunión,  por  creerlo  de  una  gran  im- 
portancia y considerarlo  de  gran  interés  pa- 
ra todos.  El  Dr.  Carlos  E.  Bertrán,  quien  nos 
representó  como  nuestro  delegado,  presentó 
una  resolución  sobre  “Honorarios  Razona- 
bles” que  fue  aprobada  por  dicha  Cámara. 

2 — Reunión  de  Salud  en  Casa  Blanca. 

Durante  los  días  3 y 4 de  noviembre  tuvo 
lugar  una  reunión  sobre  Salud  a invitación 
del  Presidente  de  los  Estados  Unidos.  El  Dr. 
Luis  Sala,  el  Dr.  Carlos  Bertrán  y un  servi- 
dor fuimos  invitados  a asistir  a la  misma.  El 
doctor  Sala  y yo  fuimos  a Washington  duran- 
te esos  dos  días.  En  su  Manual  de  Delegado 
le  hemos  hecho  un  resumen  de  dicha  reunión. 
VIL  Actividades  Importantes: 

Durante  estos  últimos  meses,  después  de 
la  reunión  de  agosto  de  la  Cámara  hemos 
participado  en  una  serie  de  actividades  im- 
portantes como  las  siguientes: 

1 — Día  del  Médico: 

Se  celebró  dicho  día  con  la  acostumbra- 
da visita  a la  tumba  del  Dr.  Manuel  Que- 
v'edo  Báez,  la  siguió  una  ceremonia  en  nues- 
tra Asociación  donde  develamos  una  placa 
en  honor  de  los  presidentes  pasados,  y sirvió 
dicho  día  como  el  comienzo  a una  serie  de 
actividades  como  parte  de  la  celebración  de 
la  Semana  de  la  Salud. 
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2 —  Homenaje  a la  Prensa: 

Tuvimos  una  actividad  en  honor  a la 
prensa  y sus  representantes.  En  la  misma  tu- 
vimos la  oportunidad  de  discutir  el  establecer 
un  premio  anual  en  diferentes  actividades  pe- 
riodísticas. Se  les  orientó  sobre  el  Servicio 
Médico  Voluntario  y se  inauguró  dicha  no- 
che nuestro  Tablón  Lumínico  de  Anuncios. 
En  su  manual  hay  una  explicación  sobre 
dichas  actividades.  Queremos  agradecerle  al 
Dr.  Rafael  Cuevas  Zamora  y a la  Junta  de 
Directores  de  la  Triple  S.  que  él  preside,  su 
interés  en  este  proyecto  y la  ayuda  decidida 
en  ver  que  este  proyecto  se  convirtiese  en  rea- 
lidad. 

3 — Compañía  del  Teléfono: 

Después  de  varias  reuniones  durante  el 
año  y con  la  cooperación  más  decidida  de  los 
oficiales  de  la  Compañía  del  Teléfono,  dicha 
compañía  decidió  cooperar  con  nosotros  en 
ver  que  nuestros  principios  de  ética  se  man- 
tengan y accedieron  a que  los  médicos  estarán 
solamente  en  una  lista  en  las  páginas  amari- 
llas de  la  guía  telefónica  y que  se  desconti- 
nuará el  ponerlo  bajo  especialidades. 

A — Ley  No.  89-97  ( Medicare ) : 

Ya  hemos  empezado  una  campaña  activa 
de  informar  a nuestra  matrícula  sobre  los  po- 
sibles alcances  de  dicha  ley.  Tuvimos  una 
reunión  de  mesa  redonda  en  la  AMPR  y 
también  tuvimos  otra  en  el  Hospital  de  la 
Concepción  en  San  Germán.  Les  he  incluido 
información  preliminar  de  como  se  va  a im- 
plementar  el  Título  19  de  dicha  ley  estamos 
trabajando  en  unos  anuncios  para  la  televi- 
sión y esto  será  solamente  el  comienzo  de 
muchas  otras  reuniones  que  se  tendrán  sobre 
dicha  ley. 

5 — Vistas  Públicas  sobre  el  Plan  de 
Hospitales: 

En  su  manual  les  incluyo  dos  memoran- 
dums que  resumen  cual  fue  nuestra  posición 


en  dichas  vistas  públicas.  En  dicha  presenta- 
ción fuimos  asesorados  por  el  Dr.  Carlos  Ber- 
trán, Dr.  Luis  Sala,  el  Lie.  Salvador  Case- 
llas  y el  Sr.  José  Rivera  Escalona.  Todas  las 
personas  que  hablaron  en  dichas  vistas,  que 
fueron  alrededor  de  diez,  todas  hablaron  en 
contra  del  Plan  y no  hubo  ningún  deponente 
que  hablase  a favor  del  mismo.  Pero  me  temo 
que  esto  ha  sido  un  ejercicio  académico,  y 
que  aunque  completamente  necesario;  no  va 
a cambiar  mucho  los  planes  preconcedidos  de 
como  utilizar  los  fondos  Hill  Burton  en  Puer- 
to Rico.  La  información  que  presenté  allí, 
se  le  envió  a cada  uno  de  los  miembros  de 
la  nueva  Junta  Consultiva  de  Hospitales  pa- 
ra ver  si  eso  les  ayuda  a formar  una  opi- 
nión más  balanceada  sóbre  el  problema  de 
la  Construcción  de  Hospitales  de  la  Comu- 
nidad en  Puerto  Rico. 

Tercera  Parte 

Programas  sin  Terminar  y Proyecciones 
Futuras 

Es  al  uno  analizar  lo  hecho,  lo  que  está 
sin  terminar  y lo  que  queda  por  hacer  que 
uno  se  da  cuenta  exacta  de  la  labor  titánica 
que  nos  queda  por  enfrente. 

1 — Reuniones  Futuras: 

En  un  futuro  cercano  esperamos  que  llegue 
a Puerto  Rico  el  Sr.  John  Castellucchi,  Vi- 
ce Presidente  Ejecutivo  del  Escudo  Azul  Na- 
cional, junto  con  un  representante  de  la  Cruz 
Azul  Nacional  a discutir  las  posibles  relacio- 
nes futuras  entre  la  Triple  S y la  Cruz  Azul 
de  Puerto  Rico.  Como  ustedes  bien  pueden 
darse  cuenta,  será  ésta  una  reunión  de  una 
importancia  extraordinaria  y la  cual  se  de- 
be ir  planificando  desde  ahora. 

Para  la  tercera  semana  de  enero,  espera- 
mos tener  con  nosotros  al  Dr.  Otis  Anderson 
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y el  Sr.  Jim  Flemming  de  la  oficina  de  Wash- 
ington del  AMA  para  discutir  con  nosotros 
el  informe  que  hizo  el  “Task  Force”  de  lá 
Asociación  Médica  Americana  sobre  la  pres- 
tación de  los  servicios  médicos  y hospitalarios 
en  Puerto  Rico.  En  su  Manual  de  Delegado 
le  he  incluido  un  resumen  ‘de  dicho  informe 
y que  dada  la  importancia  del  mismo,  espero 
lo  hayan  leído  con  detenimiento. 

También  para  un  futuro  cercano  espera- 
mos tener  con  nosotros  al  Dr.  Nunemaker 
como  representantes  del  “Joint  Commission 
on  Accreditation  of  Hospitals”  quienes  ha- 
rán una  apreciación  global  y completa  de  los 
problemas  envueltos  en  el  Examen  ECFMG, 
internados  y residencias  acreditadas,  hospita- 
les no  acreditados,  etc.  y por  último  espera- 
mos que  en  marzo  de  1966,  dos  representan- 
tes nuestros  puedan  asistir  a una  reunión  que 
tendrá  lugar  en  Chicago  obre  “Etica  Médi- 
ca”. Los  gastos  de  dichos  representantes  serán 
costeados  por  la  Asociación  Médica  Ame- 
ricana. 

2 — Programas  sin  Terminar: 

Entre  los  programas  más  importantes  que 
se  empezaron  pero  no  han  podido  terminar- 
se, se  encuentran:  El  Centro  de  Informa- 
ción sobre  Facilidades  de  Atención  Médica, 
el  proyecto  de  la  Biblioteca,  el  Código  de  Re- 
laciones Interprofesionales  con  el  Colegio  de 
Abogados,  incluyendo  el  panel  de  peritos  mé- 
dicos para  casos  de  “Malpractice,”  darle  la 
terminación  final  al  Libro  de  Pautas  de  nues- 
tra Cámara  de  Delegados  (obra  personal  del 
Dr.  Walter  Benavent)  continuar  la  labor  re- 
lacionada con  la  ley  “Medicare”,  seguir  im- 
pulsando nuestro  plan  de  Seguro  Médico  Vo- 
luntario para  las  personas  de  ingresos  mode- 
rados, publicar  nuestra  nueva  Constitución 
y Reglamento,  continuar  mejorando  nuestro 
edificio  incluyendo  oficinas  nuevas,  implan- 


tar el  Premio  a Periodistas,  poner  al  día  el 
Reglamento  del  Auxilio  Médico  Mutuo,  au- 
mentar nuestra  información  a los  socios,  es- 
timular la  construcción  de  más  hospitales,  y 
muchos  otros. 

Ya  se  acerca  nuestra  Convención  Anual, 
en  la  cual  tomará  posesión  la  nueva  directi- 
va. Quiero  aprovechar  esta  oportunidad  pa- 
ra darles  las  gracias  por  el  honor  que  me  con- 
firieran y por  la  demostración  de  confianza 
que  el  mismo  representa.  Espero  no  haberlos 
defraudado  y puedo  decirles  que  traté  en 
todo  lo  más  posible  por  hacer  la  labor  que 
ustedes  esperaban  y merecían  que  se  hiciese. 
Lo  difícil  ha  sido  que  uno  sabe  lo  mucho 
que  debe  hacer  pero  se  frustra  en  parte  por- 
que no  le  es  posible  hacerlo  todo.  No  da  el 
tiempo  y todavía  nuestra  organización  nece- 
sita mejorarse  y agrandarse.  Pero  uno  trata 
de  sembrar  la  semilla  y poco  a poco  llegare- 
mos a donde  queremos  ir. 

Quiero  agradecerles  a todos  y cada  uno 
de  ustedes  por  la  cooperación  decidida  que 
he  tenido,  sin  la  cual  no  hubiera  sido  posible 
haber  hecho  nada.  Espero  que  les  hayan  gus- 
tado los  mensajes  que  les  he  dirigido;  repre- 
sentan mi  manera  de  pensar  sobre  los  dife- 
rentes problemas  con  que  nos  hemos  enfren- 
tado durante  el  pasado  año.  Todos  los  me- 
ses les  publiqué  un  pensamiento  que  espero 
los  hayan  hecho  pensar,  pues,  en  parte,  resu- 
men mi  manera  de  ver  las  cosas. 

Ahora  quiero  recordarles  que  Nuestra 
Asociación  está  en  un  estado  de  continuo 
crecimiento  y que  estoy  seguro  que  cada  uno 
de  ustedes  le  dará  toda  su  cooperación  y es- 
fuerzo a nuestra  nueva  directiva  para  que 
llegue  a la  meta  que  nos  hemos  propuesto. 

Adiós  y muchas  gracias, 

Egidio  S.  Colón  Rivera,  M.D. 

Presidente 
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ACTION-OF-5  - HYDROXYTRYPTAMINE  ON 
THE  HUMAN  STOMACH,  DUODENUM  AND 
JEJUNUM  IN  VITRO  (La  respuesta  fisiológica  del 
estomago,  intestino  delgado  en  vitro  sometido  a la 
acción  de  la  5 — hidroxitriptarnina)  D.  J.  Fishlock, 
A.  G.  Parks,  and  V.  Dewell.  London  GUT:  1965, 
6,  338. 

Segmentos  de  fibras  musculares  lisas  circulares 
y longitudinales  fueron  obtenidas  de  el  estómago, 
duodeno  y yeyuno  en  el  momento  operatorio  en 
pacientes  sometidos  a gastrectomías  parciales,  an- 
trectomías,  piloroplastías  y resecciones  yeyunales  y 
depositados  en  una  solución  de  Krebs  modificada 
en  un  baño  ,aislado  a 37  grados  C.  En  todos  los 
casos  se  determinó  la  respuesta  de  la  fibra  muscular 
bajo  acción  acetilcolinica  y 5-HT.  La  fibra  muscular 
longitudinal  del  cuerpo  de  el  estómago  sufrían  con- 
tracción con  la  5-HT.  Las  fibras  circulares  del 
cuerpo  gástrico  y ambas  capas  musculares  del  antro 
y primera  porción  del  duodeno  no  respondieron  al 
estímulo  con  la  5-HT  a pesar  de  que  había  con- 
tracción con  acetilcolina.  Ambas  capas  musculares 
de  el  yeyuno  eran  marcadamente  sensibles  a la 
5-HT.  La  atropina  bloqueaba  la  respuesta  bajo  es- 
tímulo acetilcolínico  pero  no  bajo  estímulo  con 
5-HT.  La  dietil  amida  del  ácido  lisérgico  antago- 
nizaba  la  acción  de  la  5-HT  pero  no  así  la  de  la 
acetilcolina.  La  procaina  no  afectaba  a la  acción  de 
la  5-HT  y acetilcolina  sobre  la  fibra  muscular.  Los 
autores  concluyen  que  la  contracción  de  la  fibra 
muscular  lisa  en  estos  órganos  es  mediada  por 
acción  directa  sobre  la  fibra  muscular. 

Miguel  A.  Sarriera,  M.D. 


"METHYL  TESTOSTERONE  RELATED  STE- 
ROIDS, AND  LIVER  FUNCTION”  (Metiltestos- 
terona,  esteroides  análogos  y la  función  hepática) 
A.' A.  de  Lorimier,  M.  D.,  G.  S.  Gordan  PhD;  R.  C. 
Lowe,  M.  D.  and  J.  V.  Carbone  M.  D.  San  Francisco. 
Arch.  Int.  Med.  Vol.  116:  2:  289-294  Aug.  1965. 

Los  autores  evalúan  la  función  hepática  en  66 
individuos  antes,  dutanle  y después  de  la  adminis- 
tración de  nueve  diferentes  17-alpha-esteroides  al- 
cohilante  y testosterona  no  alcohilada.  Se  observó 
un  aumento  significativo  en  la  depuración  del  BSP 
en  los  sujetos  que  recibieron  metiltestosterona,  nor- 
metandrona  (17  alpha-metil-19-nortestosterona) , 
noretindrona  (17  alpha-etinil-19-nortestosterona) . 
fluoximesterona  y metandiol  (17  alpha-metil-an- 
drostenediol) . El  BSP  no  se  afectó  en  los  sujetos 
que  recibían  17  alpha-vinil  testosterona,  oxandro- 
lonay  testosterona  sin  esterificar,  17  alpha-etinil  19- 
norandrostenediol  o aliestrenol.  Los  autores  obser- 
van que  en  los  casos  con  retención  marcada  del 
BSP,  la  estructura  de  la  testosterona  poseía  un 
grupo  3-cetónico  y que  los  casos  con  menor 
retención  poseían  un  grupo  hidroxiloen  el  3. 
La  ausencia  de  cadena  lateral  17  alpha  hacía 
desaparecer  el  aumento  en  el  BSP.  La  retención 
del  BSP  no  estaba  relacionada  con  su  efecto 
anabólico,  androgénico  o progestacional,  sino, 
que  parece  ser  resultado  de  la  dosis  utilizada  y la 
estructura  de  la  droga.  La  determinación  del  BSP 
se  efectuó  a las  2 y 3 semanas  de  la  administración 
por  boca  de  los  compuestos  mencionados.  La  prueba 
de  Hanger,  timol,  proteínas  fosfatasas  alcalinas  y 
la  transferrasa  carbamil  ornitina  no  se  alteró  en 
ninguno  de  los  casos  en  que  el  BSP  se  elevó. 

Miguel  A.  Sarriera,  MD. 
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“DIGESTIVE  TRACT  IN  COLLAGEN  DISEASE” 
(El  aparato  digestivo  en  las  enfermedades  del  co- 
lágeno) M.  Siurala,  H.  Julkunen,  S.  Toivonen,  R. 
Pelkonen,  E.  Saxen  y E.  Pitkanen,  Acta  Médica 
Scandinavica.  Vol.  178,  Fase.  1,  1965. 

Los  autores  se  proponen  comunicar  los  hallazgos 
patológicos  del  aparato  digestivo  en  71  pacientes 
afectados  por  las  enfermedades  del  colágeno.  La 
mayoría  de  estos  pacientes  estaban  afectados  por 
Lupus  Eritematosos  generalizado  (28)  y Artritis 
Reumatoidea  (20)  . Se  practicaron  los  siguientes 
procedimientos  y pruebas  sanguíneas  para  la  eva- 
luación gastrointestinal:  bfopsia  de  intestino  del- 
gado (51) , biopsia  gástrica  (47)  , grasa  en  la  ex- 
creta (26)  , prueba  de  tolerancia  a la  glucosa  (50)  , 
D-  Xilosa  (64) , calcio  y hierro  (50) , transaminasa 
oxalacética,  BSP,  fosfatasas  alcalinas  (64) , biopsia 
hepática  (11).  Los  resultados  finales  demostraron 
los  siguientes  datos  de  interés:  32  casos  con  dolor 
abdominal  de  los  cuales  14  no  tuvieron  etiología 
específica:  las  radiografías  del  intestino  delgado  de- 
mostraron un  "patrón  deficiente”  en  5 de  53  casos: 
31  casos  con  gastritis  superficial  y 11  con  gastritis 
a trófica  fueron  encontrados  en  47  y 20  pacientes 
respectivamente  mediante  la  biopsia  gástrica;  la 
biopsia  de  intestino  delgado  demostró  pérdida  de 
las  vellosidades  en  6 casos  predominando  la  infil- 
tración por  células  plasmáticas  y linfocitos;  7 casos 
con  malabsorción  intestinal;  29  sujetos  con  disminu- 
ción del  hierro  sérico;  14  con  anemia  por  deficiencia 
en  hierro;  calcio  sérico  por  debajo  de  8 mgms.% 
en  8 casos;  la  prueba  con  la  secretina  demostró  un 
deficit  de  bicarbonato  en  8 casos  de  los  cuales  3 
sufrían  pancreatitis  crónica.  La  terapia  con  corti- 
costeroides  pareció  no  guardar  relación  en  la  apari- 
ción de  el  dolor  abdominal,  biopsias  gástricas  y 
función  pancreática. 

Miguel  A.  Sarriera,  M.D. 

SOME  ELECTROCARDIOGRAPHIC  CHANGES 
IN  REVERSIBLE  RIGHT  HEART  FAILURE 
(Algunos  cambios  electrocardiogrdficos  en  insufi- 
ciencia congestiva  derecha  reversible)  Schwarzbach, 
W.  Medical  Polyclinic  University  of  Erlangen  Nürn- 
berg, Germany  Vol.  17,  Cardiología  15:  305-313 
September  October  1955. 

The  investigator  compares  the  electrocardio- 
grams of  50  cases  with  marked  right  heart  failure 


due  primarily  to  cardiosclerosis  or  myocardial  fi- 
brosis before  and  after  compensation  has  occurred. 

During  right  heart  failure,  the  R waves  in  leads 
1 and  AVL  diminished  in  size  in  all  cases.  In  lead 
III  the  R waves  were  diminished  in  size  in  cases 
with  hearts  in  horizontal  position  but  increased  in 
cases  with  normal  or  hearts  in  vertical  position.  The 
sum  of  R-l-S  in  the  standard  leads  were  general- 
ly diminished.  In  the  precordial  leads  Vj  - V,,  the 
R waves  were  usually  decreased.  The  S waves  were 
increased  in  size  except  in  V^;  where  a tendency  to 
decrease  was  seen.  The  R/S  quotient  in  thoracic 
leads  V2-Vg  was  decreased.  The  author  also  point 
that  he  saw  atrial  fibrillation  in  78%  of  the  cases. 

Francisco  X.  Veray,  M.D. 

"COMPLICATIONS  OF  TRANSEPTAL  LEFT 
HEART  CATHETERIZATION”  (Complicaciones 
de  cateterismo  izquierdo  transeptal)  Libanoff,  A.  J. 
Silver,  A.  W.  Elsinore  and  George  Machris  Cardiac 
Hospital  City  of  Hope  Medical  Center  Duarte, 
California  Amer.  Cardiol.  Vol.  16  3:  390-93  - Sep- 
tember 1965. 

En  una  serie  de  200  pacientes  sometidos  a ca- 
teterización izquierda  transeptal  se  pudo  ver  11 
veces  (5.5%)  complicaciones  no  fatales.  Las  com- 
plicaciones fueron:  punción  de  la  porción  superior 
del  septo  atrial  y penetración  a la  raíz  de  la  aorta 
ascendente;  punción  de  la  pared  auricular  y pene- 
tración en  el  saco  pericárdico;  inducción  de  un 
defecto  auricular  septal  iatrogénico;  embolias  ar- 
teriales; y embolias  de  fragmentos  de  catéteres. 

El  procedimiento  se  considera  fácil  de  hacer  y 
relativamente  seguro.  Pero  como  todos  los  proce- 
dimientos intravasculares  alguna  morbilidad  está 
presente  en  su  manejo. 

Francisco  X.  Veray,  MJ). 

“SENILE  CARDIAC  AMYLOIDOSIS”  (Amiloidosis 
Cardiaca  Senil)  Pomerance  A.  Central  Middlesex 
Hospital  Park  Royal,  London  England  Brit.  Heart  J. 
Vol.  27,  5:  711-718  - September  1965. 

Se  revisa  la  incidencia,  curso  clínico  y patología 
de  amiloidosis  cardíaca  senil  a la  luz  de  21  casos  con 
necropsia.  Entre  393  corazones  examinados  en  un 
período  de  16  meses  se  encontró  amiloidosis  en 
10%  de  los  corazones  de  pacientes  sobre  los  80  años 
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y un  50%  en  aquellos  pacientes  pasados  los  90 
años.  Insuficiencia  cardíaca  estaba  presente  en  la 
mitad  de  los  21  casos  y se  debió  a amiloidosis  sola- 
mente en  5 casos. 

Se  vieron  pequeños  nódulos  amiloides  en  el 
endocardio  auricular  en  los  pacientes  con  daño 
cardíaco  notable. 

Amiloidosis  cardíaca  senil  se  debe  considerar 
en  el  diagnóstico  diferencial  de  aquellos  individuos 
viejos  con  insuficiencia  cardíaca  ya  por  su  inci- 
dencia alta  en  este  tipo  de  paciente  y la  posibi- 
lidad de  sensibilidad  al  digital. 

Francisco  X.  Veray,  M.D. 

PATTERNS  OF  SINUS  ARRHYTHMIA  IN  PA 
TIENTS  WITH  LESIONS  OF  THE  CENTRAL 
NERVOUS  SYSTEM  (Patrones  de  arritmia  sinusal 
en  pacientes  con  lesiones  del  sistema  nervioso) 
Amer.  J.  Cardiol.  Vol.  16, 1:  379-89  - September  1965 
Vallhona,  C.;  D.  Cardus;  W.  A.  Spencer  and  H. 
E.  Hoff,  Baylor  University  College  of  Medicine, 
Houston,  Texas. 

En  observaciones  de  la  respuesta  de  la  frecuencia 
cardíaca  a la  respiración  hecha  en  40  sujetos  nor- 


males y 102  pacientes  con  variados  desórdenes  neu- 
rológicos  indicaron  que  la  respuesta  típica  respira- 
ción-frecuencia cardíaca  esta  afecta  ^n  lesiones  que 
interesan  el  mecanismo  cardioregulador. 

Se  grabaron  simultáneamente  frecuencias  res- 
piratorias y cardíacas  por  medio  de  un  cardiota- 
guimetro.  En  pacientes  con  una  afección  o lesión 
del  techo  cerebral  disturbios  del  ritmo  cardíaco 
se  grabaron  pero  estos  parecían  no  estar  relacio- 
nados a los  movimientos  respiratorios.  La  decere- 
bración  resultaba  en  ondas  de  aceleración  de  la 
frecuencia  cardíaca  seguida  de  una  desaceleración. 

Estas  ondas  coincidieron  con  cada  respiración 
profunda  o brote  de  respiración  periódica.  No  se 
veía  disrritmia  con  respiración  regular.  Ausencia 
completa  de  fluctuaciones  en  la  frecuencia  cardíaca 
se  observó  en  pacientes  en  coma  profunda  algunos 
días  antes  de  su  muerte. 

Transección  de  la  médula  cervical  estuvo  aso- 
ciada a bradicardia  marcada.  No  hubo  disrritmias 
en  pacientes  paraplégicos.  Los  autores  sugieren  que 
la  grabación  de  pneumogramas  puede  dar  infor- 
mación sobre  la  integridad  de  los  centros  regula- 
dores de  la  actividad  cardíaca. 

Francisco  X.  Veray,  M.D. 


CARTAS 

Mucoviscidosis  (Fibrosis  Quística  del  Pancreas)  en 
Puerto  Rico 

Mucoviscidosis  ha  sido  considerada  como  una 
enfermedad  muy  rara  en  Puerto  Rico.  En  mu- 
chos textos  está  clasificada  como  una  enfermedad 
del  aparato  gastrointestinal,  pero  sus  manifesta- 
ciones clínicas  más  importantes  son  pulmonares, 
siendo  la  insuficiencia  o infección  pulmonar  la  cau- 
sa más  común  de  un  desenlace  fatal  que  casi  siem- 
pre ocurre  antes  de  los  21  años.  En  el  recién  na- 
cido, la  enfermedad  se  presenta  como  obstrucción 
intestinal  por  meconio;  después  los  síntomas  prin- 
cipales son  diarrea  e infecciones  respiratorias  fre- 
cuentes. Los  cambios  radiográficos  pulmonares  in- 
cluyen infiltraciones  bilaterales  difusas,  atelectasia, 
enfisema,  cavernas,  bulas,  neumotorax  y cualquier 
alteración  posible  en  enfermedad  crónica  pulmonar. 
Antiguamente  el  diagnóstico  dependía  del  análi- 
sis del  contenido  duodenal  para  enzimas  pancreá- 
ticas; pero  desde  el  1953  se  ha  comprobado  que  un 
aumento  en  la  concentración  de  sodio  y cloruro 
a niveles  sobre  60  mEq/litro  ocurre  invariablemen- 
te en  el  sudor  de  los  niños  afectados. 

En  el  Hospital  Universitario,  observaciones  re- 
cientes nos  hacen  pensar  que  la  enfermedad  no  es 
tan  rara  en  Puerto  Rico  como  se  había  pensado 
hasta  la  fecha.  En  varios  lactantes,  hallazgos  en 
la  autopsia  han  sido  compatibles  con  mucoviscidosis 
y actualmente  estamos  tratando'  tres  niños  de  pa- 
dres puramente  puertorriqueños  con  todas  las  ma- 
nifestaciones clínicas  de  la  enfermedad  incluyen- 


do gran  aumento  en  la  concentración  del  sodio  y 
cloruro  en  el  sudor.  Estos  casos  serán  informados 
próximamente. 

El  propósito  de  esta  carta  es  llamar  la  atención 
sobre  el  hecho  de  que  es  posible  que  muchos  de 
estos  casos  no  se  estén  diagnosticando  y describir 
la  prueba  de  Webb,  que  es  sencilla  y permitiría 
la  búsqueda  de  casos  en  cualquier  parte  de  la  isla. 
La  prueba  debiera  hacerse  en  todo  niño  con  infec- 
ciones respiratorias  frecuentes  y diarrea  crónica.  Su 
uso  ha  sido  recomendado  por  la  Dra.  Dorothy  An- 
dersen en  el  capitulo  sobre  fibrosis  quística  del 
pancreas  de  la  enciclopedia  Brennemann’s  Practice 
of  Pediatrics  (Vol.  1,  Capítulo  29  A,  W.F.  Prior 
Company,  1964) . 

La  prueba  de  Webb  requiere  materiales  senci- 
llos que  pueden  conseguirse  en  cualquier  farmacia 
o laboratorio  e incluyen:  papel  de  filtro  Whatman 
No.  2,  nitrato  de  plata  al  2%  y cromato  de  pota- 
sio al  10%.  Se  colocan  una  o dos  gotas  del  nitrato 
de  plata  en  el  papel  de  filtro;  se  palpa  el  área 
humedecida  entre  el  pulgar  y el  dedo  índice  por 
varios  segundos;  se  añaden  dos  gotas  de  la  solu- 
ción de  cromato  de  potasio  y normalmente  el  área 
entera  se  torna  color  caoba.  Cuando  los  cloruros 
del  sudor  están  elevados  por  encima  de  50 
mEq/litro,  el  área  palpada  por  los  dedos  del  pa- 
ciente permanece  amarilla  rodeada  de  una  man- 
cha color  caoba.  La  prueba  puede  hacerse  tam- 
bién con  una  gota  del  sudor  del  paciente.  Para  ve- 
rificar la  pureza  de  las  soluciones,  puede  añadirse 
una  gota  de  salina  normal  al  área  color  caoba  y 
ésta  debe  ponerse  amarilla  al  entrar  en  contacto 
con  la  salina. 
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En  la  clínica  de  neumología  pediátrica  del  Hos- 
pital Universitario,  hemos  usado  la  prueba  de 
Webb  rutinariamente  en  pacientes  en  quienes  se 
sospecha  la  enfermedad.  La  prueba  puede  dar  fal- 
sos positivos  en  niños  cuyas  manos  han  tocado 
materiales  salados  tales  como  platanutre.  En  estos 
casos  se  repite  la  prueba  luego  de  lavarle  las  ma- 
nos y cubrirlas  con  una  bolsa  plástica  hasta  que 
haya  sudor  abundante.  En  adolescentes  y adultos, 
la  prueba  no  es  confiable,  ya  que  estos  en  un  día 
caluroso  pueden  sudar  abundantemente  y pro- 


ducir concentraciones  de  cloruros  en  el  sudor  ma- 
yores de  50  mEq/litro.  Una  prueba  positiva  (aque- 
lla en  que  persistentemente  aparece  una  mancha 
amarilla  en  un  fondo  de  caoba)  debe  verificarse 
por  medio  de  análisis  cuantitativo*  de  electrolitos 
en  el  sudor. 

En  nuestros  casos  comprobados  de  mucoviscido- 
sis, hemos  repetido  la  prueba  de  Webb  innumera- 
bles veces,  principalmente  para  demostrarla  a es- 
tudiantes de  medicina,  e invariablemente  los  resul- 
tados han  sido  positivos. 

José  E.  Si  fon  tes,  M.D. 


PRUEBA  DE  WEBB  PARA  MUCOVISCIDOSIS 


NEGATIVO 

(NORMAL)  = Cloruros 


POSITIVO 
(ANORMAL) 
AMARILLO  EN 
EL  AREA  DE  CONTACTO 
CON  EL  DEDO 
DEL  PACIENTE 
= CLORUROS 
SOBRE 
50  mEq/L 


Bajo  50  mEq/L 
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NOTICIAS 

Locales 

Enero  21-23,  1966  — Convención  Anual  de  la 
Sociedad  Médica  del  Distrito  Occidental 
Feb.  22-26,  1966  — Conveción  Anual  del  Capítulo 
de  P.  R.  del  Colegio  Americano  de  Cirujanos 
Abril  25-29,  1966  — Primer  Congreso  de  Medi- 
cina . Física  y Rehabilitación  del  Caribe,  Ho- 
tel San  Juan,  San  Juan,  P.  R. 

RESIDENCIA  EN  MEDICINA  INTERNA 
El  Dr.  J.  Chaves-Estrada  informa  que  existen 
vacantes  para  residentes  de  primero  y segundo 
año  en  medicina  interna  en  el  Hospital  de 
Veteranos  de  San  Juan.  Este  programa  está  acre- 
ditado por  el  “American  Board  of  Internal 
Medicine”  y^  es  supervisado  por  el  Comité  del 
Decano  de  la  Escuela  de  Medicina  de  la  Uni- 
versidad de  Puerto  Rico.  El  estipendio  anual  es 
de  $4,541  a $5,381. 

El  Gobierno  Estatal  acepta  esta  residencia  co- 
mo equivalente  a los  servicios  requeridos  jK)r 
los  contratos  firmados  al  otorgarse  las  becas  pa- 
ra estudios  de  medicina. 

Para  más  informes  diríjase  al  Dr.  Eli  A.  Ramírez, 
Jefe,  Servicio  de  Medicina,  Hospital  de  Vetera- 
nos, Ponce  de  León  520,  San  Juan,  P.  R. 

Nacioi'wles 

Feb.  7-11  American  College  of  Physicians  Post- 
graduate Course  — Current  Concepts  of  Infectious 
Disease,  Philadelphia,  Pa. 

Feb.  14-18  American  College  of  Physicians  Post- 
graduate Course  — Medical  Genetics,  Baltimore, 
Md. 

Feb.  21-25  American  College  of  Physicians  Post- 
graduate Course  — Cancer,  Chicago,  111. 

Mar.  7-11  American  College  of  Physicians  Post- 
graduate Course  — The  Big  Heart,  Cardiic  Work 
and  Cardiac  Hypertrophy,  Houston,  Tex. 

Mar.  28-Apr.  1 American  College  of  Physicians 
Postgraduate  Course  — Basic  Mechanisms  in  Inter- 


nal  Medicine,  Toronto,  Can. 

Apr.  14-16  American  College  of  Physicians  Post- 
graduate Course  — Current  Concepts  of  Renal, 
Gastrointestinal  and  Circulation  Physiology,  New 
York,  N.  Y. 

May  9-13  American  College  of  Physicians  Post- 
graduate Course  — Internal  Medicine  in  Light  of 
Recent  Developments,  Philadelhpia,  Pa. 

May  16-20  American  College  of  Physicians  Post- 
graduate Course  — Physiological  Aspects  of  Cardio- 
pulmonary Disease,  Indianapolis,  Ind. 

June  13-17  American  College  of  Physicians  Post- 
graduate Course  — Advanced  Phychiatry  for  In- 
ternists, Baltimore  Md. 

June  16-17  American  College  of  Physicians  Post- 
graduate Course  — Neurology  for  the  Internist, 
Winston-Salem,  N.  C. 

Internacionales 

Oct.  23-29,  1966  IX  International  Cancer  Congress, 
Tokyo,  . Japan.  A charter  flight  and  several 
group  flights  are  contemplated,  thus  substantial- 
ly reducing  the  cost  of  transportation.  Mem- 
bers of  the  immediate  family  of  congress  par- 
ticipants will  be  eligible.  Anyone  interested 
should  comunicate  with  Hirsch  Marks,  M.D., 
435  East  57th  Street,  New  York  22,  N.  Y. 

Agosto  20-25,  1966  Noveno  Congreso  Internacional 
de  Enfermedades  del  Tórax 
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b)  En  página  separada  debe  incluirse  lo 
siguiente:  título  (no  excediendo  de  80  letras  y 
espacios),  nombre  del  autor  (es),  institución 
y dirección  postal  del  autor. 

c)  Artículos  referentes  a resultados  de 
estudios  clínicos  o investigaciones  de  laborato- 
rio deben  organizarse  bajo  los  siguientes  en- 
cabezamientos: (1)  introducción,  (2)  material 
y métodos,  (3)  resultados,  (4)  discusión,  (5) 
resumen  (en  español  e inglés),  y (6)  refe- 
rencias. 

d)  Articules  referentes  a estudios  de  casos 
aislados  deben  organizarse  en  la  siguiente  for- 
ma: (1)  introducción,  (2)  observaciones  del 
caso,  (3)  discusión,  (4)  resumen  (en  español 
e inglés),  (5)  referencias. 

e)  Las  tablas,  notas  al  calce  y leyendas 
deben  aparecer  en  hojas  separadas. 

f)  Si  un  artículo  ha  sido  leído  en  alguna 
reunión  o congreso,  así  debe  hacerse  constar 
como  una  nota  al  calce. 

g)  Deben  usarse  los  nombres  genéricos  de 
los  medicamentos.  Podrán  usarse  también  los 
nombres  comerciales,  entre  paréntesis,  si  así 
se  desea. 

h)  Se  usará  con  preferencia  el  sistema 
métrico  de  pesos  y medidas. 

i)  Las  fotografías  y microfotografías  se 


someterán  como  copias  en  papel  de  lustre  sin 
montar.  Los  dibujos  y gráficas  deben  prepa- 
rarse a tinta  negra  y en  papel  blanco.  Todas 
las  ilustraciones  deben  estar  numeradas  (nú- 
meros arábigos)  e indicar  la  parte  superior 
de  las  mismas.  Debe  escribirse  una  leyenda 
para  cada  ilustración. 

j )  Las  referencias  deben  ser  numeradas 
sucesivamente  de  acuerdo  con  su  aparición  er» 
el  texto.  Los  siguientes  ejemplos  pueden  servir 
de  modelo: 

6.  Koppisch,  E.  Pathology  of  arterios- 
clerosis. Bol.  Asoc.  Med.  P.  Rico  46: 
505,  1954.  (artículo  de  revista). 

4.  Wintrobe,  M.  M.  Clinical  HematoloÉry, 
3rd  Ed.  Lea  and  Febiger,  Philadel- 
phia, 1952,  p.  67.  (libro). 

Deben  usarse  solamente  las  abreviaturas  in- 
dicadas en  el  Cumulative  Index  Medicus  que 
publica  la  Asociación  Médica  Americana. 

Instructions  to  Authors: 

The  Boletín  will  accept  for  publication  con- 
tributions relating  to  the  various  areas  of  me- 
dicine surgery  and  allied  medical  sciences. 
Special  articles  and  correspondence  on  sub- 
jects of  general  interest  to  physicians  will  also 
be  accepted.  All  material  is  accepted  with  the 
understanding  that  it  is  to  be  published  solely 
in  this  journal. 

In  order  to  facilitate  review  of  the  article 
by  the  Editorial  Board  and  the  work  of  the 
printer,  the  authors  must  conform  with  the 
following  instructions: 

a)  The  entire  manuscript,  including  legends 
and  references,  should  be  typewritten  double- 
spaced in  duplicate  with  ample  margins. 

b)  A separate  title  page  should  include  the 
following:  title  (not  to  exceed  80  characters 
and  spaces),  author’s  name  (s) ; institution, 
and  author’s  mailing  address. 

c)  Articles  reporting  the  results  of  clinical 
studies  or  laboratory  investigation  should  be 


organized  under  the  following  headings:  (1) 
introduction,  (2)  material  and  methods,  (3) 
results,  (4)  discussion,  (6)  summary  in  En- 
glish and  Spanish,  (6)  references. 

d)  Case  reports  will  include  (1)  introduc- 
tion, (2)  description  of  the  case,  (3)  discus- 
sion, (4)  summary  in  English  and  Spanish, 
(6)  references. 

e)  Tables,  footnotes  and  legends  to  figures 
should  appear  in  separate  sheets. 

f)  If  the  paper  has  been  presented  at  a 
meeting,  the  place  and  date  should  be  stated 
as  a footnote. 

g)  Generic  names  of  drugs  should  be  used. 
Trade  names  may  also  be  given  in  parenthe- 
sis, if  desired. 

h)  Metric  units  of  measurement  should  be 
used  preferentially. 


i)  Photographs  and  photomicrographs 
should  be  submitted  as  glossy  prints,  unmount- 
ed. Drawings  and  graphs  should  be  made  in 
black  ink  on  white  paper.  All  illustrations 
should  be  numbered  (Arabic)  and  the  top 
indicated.  A legend  should  be  given  for  each. 

j)  References  should  be  numbered  serially 
as  they  appear  in  the  text.  The  following  form 
will  be  used: 

6.  Koppisch,  E.  Pathology  of  arterios- 
clerosis. Bol.  Asoc.  Med.  P.  Rico  46: 
506,  1954.  (for  journal  articles). 

4.  Wintrobe,  M.  M.  Clinical  Hematology, 
3rd  Ed.  Lea  and  Febiger,  Philadel- 
phia, 1952,  p.  67,  (for  books). 
Abreviations  will  conform  to  those  used  in  the 
Cumulative  Index  Medicus,  published  by  the 
American  Medical  Association. 


Why  do  74%  of  doctors  prefer 
evaporated  milk  for  formula  feeding? 


Proven  nutritional  value! 

I 

Readily  diluted  and  supplemented  for  the  infant’s  changing 
needs,  the  evaporated  milk  formula  fulñlls  the  nutritional  re- 
quirements of  most  infants  from  birth  throughout  infancy.  A 
proven  history  of  successful  feeding  makes  evaporated  milk 
the  most  widely  used  form  of  milk  for  infant  feeding  today. 

i 

Carnation’s  position  of  responsibility  and  leadership  in  the 
specialized  field  of  infant  feeding  is  important  in  the  choice 
of  formula  milks.  Carnation  is  the  preferred  brand  by  far 
for  infant  feeding  throughout  the  world. 

! 


WORLD’S  LEADER  BY  FAR,  FOR  INFANT  FORMULA  FEEDING 

• Permits  the  doctor  to  prescribe 
for  the  baby's  changing  needs 

• Curd  tension  zero 

• Digestible,  uniform,  safe 

• Low  incidence  of  allergy 

• Simple  to  prepare 


**from  Cont€nt€d 


GIVE  THE  GUT 
A STRESS-LESS 
DAY  WITH 


Mew 

HytoePheriL-LA 

“TRICKLE  RELEASE”  CAPSULES 


Each  capsule*  contains:  Hyoscyamine  Sulfate,  0.30  mg.;  Atropine 
Sulfate,  0.06  mg.;  Hyoscine  Hydrobromide,  0.02  mg.;  Phenobarbital, 
45  mg.  (Barbituric  Acid  derivative;  V.'arning:  May  be  habit  forming). 


With  a single  new  Hybephen-LA  Cap- 
sule you  can  how  give  a stress-less  and 
spasm-free  day  to  the  irritable  patient 
complaining  of  a growling  gut.  That’s 
because  new  Hybephen-LA  “trickle  re- 
leases” anti-spasmodic/sedative,  anti- 
cholinergic and  antisecretory  medica- 
tions over  a 10-  to  12-hour  period. 

“Trickle  release”  is  a unique  prin- 
ciple assuring  medication  over  a long 
span  and,  importantly,  maintaining 
blood  levels  within  the  therapeutic  range 
for  optimum  activity.  There  are  no 
peaks  and  valleys  with  “trickle  release” 
Hybephen-LA. 

This  is  how  Hybephen-LA  works: 
the  capsule  contains  many  tiny  beads  of 
active  medication  to  provide  “multiple 
site”  absorption.  Sufficient  active  medi- 
cation is  released  immediately  to  estab- 
lish optimum  effective  blood  levels. 
Then  throughout  the  next  7 hours  the 
contents  are  “TRICKLE  RELEASED” 
to  provide  the  desired  therapeutic  result 


for  10  to  12  hours.  Used  as  directed, 
overdosage  does  not  occur  with  the 
“trickle  release”  system.  Side  effects 
caused  by  rise  and  fall  in  drug  dosage 
and  patient  response  are  eliminated. 

Write  new  Hybephen-LA  “trickle 
release”  Cap.sules  for  your  next  patient 
whose  gut  needs  a stress-less  day! 

Dosage;  One  cap.sule  morning  and  night. 
.Supplied;  Bottles  of  100  and  1000  pink  and 
clear  capsules. 

Caution;  Do  not  exceed  recommended  dos- 
age. Discontinue  if  dryness  of  mouth,  rapid 
pulse,  dizziness  or  blurring  of  vision  occurs. 
Not  for  frequent  or  prolonged  use. 

Warning;  Not  to  be  used  by  persons  having 
glaucoma  or  exces.sive  pressure  within  the 
eye,  or  by  children  under  12  years  of  age, 
unless  so  determined  by  the  physician. 
‘Manufactured  by  special  process  under  U.S. 
Patent  Nos.  2,736,682;  2,809,916;  2,809,917; 
2,809,918  and  patents  pending. 

THE  S.  L MASSENGILL  COMPANY 

Bristol,  Tennessee 


Cu  (nulo  la  j)resióu  mtujuínea  aumenta, 
el  Enduronyl  la  normaliza. 

Un  enérgico  hipotensor  que  actúa  durante  24  horas 


MDllROM 


MANCA  NEQISTRAOA 


(Meticlotiacida  y deserpidina,  Abbott) 


ENDURON  y HARMONYL 


MARCAS  RCQItTRAOAS 


El  Enduronyl  combina  los  efectos  de  dos  agentes  hipo- 
tensores:  1)  Enduren,  diurético  tiacida  de  acción  prolonga- 
da, y 2)  Harmonyl,  derivado  de  la  rauwolfia  de  mínimos 
efectos  secundarios.  Producen  mayor  acción  hipotensora 
que  cuando  se  administran  separadamente. 

Generalmente  una  sola  toma  diaria  es  suficiente  para 
dominar  la  hipertensión,  obteniéndose  una  mejoría  consi- 
derable en  el  término  de  10  días.  En  las  siguientes  semanas 
tal  vez  continúe  disminuyendo  la  presión  arterial.  Asimismo, 
se  produce  una  constante  eliminación  del  exceso  de  sodio 
y agua.  El  tratamiento  con  una  sola  dosis  diaria  produce 
una  natruresis  tan  considerable  como  el  efecto  máximo 
producido  por  las  otras  tiacidas,  y además  es  más  fácil  que 
el  enfermo  siga  la  medicación. 

Por  otra  parte,  la  curva  de  excreción  de  potasio  solamente 
acusa  una  elevación  temporal  cada  24  horas,  y por  tanto, 
menos  pérdida  total  de  este  elemento,  lo  cual  disminuye 
el  peligro  de  hipopotasemia. 


Presentación;  El  Enduronyl  se  suministra  en 
tabletas  de  5 mg.  de  Endurón  y 0,25  mg.  de 
Harmonyl;  frascos  de  100  tabletas. 

El  Enduronyl  Forte  se  suministra  en  tabletas 
de  5 mg.  de  Endurón  y 0,5  mg.  de  Harmonyl; 
frascos  de  100  tabletas. 


ABBOTT  LABORATORIES  PUERTO  RICO,  INC 

BOX  7278  BO.  OBRERO  STA.  • CALLE  CAYEY  ESQ.  WM.  JONES 
MARTIN  PEÑA-PARADA  • SANTURCE.  P.R. 


Acción  múltiple  para  el  alivio  de  la  tos 

Ambenyr  Expectorante 

expectorante  • antiespasmódico  • descongestivo 
balsámico  • sedante 


PARKE-DAVIS 


SJ-4-e5 


erapfiutic  results  are  still  uasurpaased 


they  provide  more  WgWy 
indivIdualí  íLed  therapy  with  more 
flexible  dosage,  for  more 
patients;  there  isoply  tniniiiiaJ 
disturbance  of  the 
patient’s  salt  and  water 
balance,  with  only 
negligible  loss  of  caklum; 

mood  changes  are  rare ; 
"here  is  no  voracious 

appetite  with  excessive 
■V  Cl  gilt  gain,  and  only  a 

low  incidence  of  peptic  ulcer 
i com  press  ion  fracture. 


Why  doctors  are  prescribing  ivith  confidence 

ttaAristocort’Fsmá 

TRIAMCINOLONE  LEDERLE 

for  patients  luitli  rheumatoid  arthritis,  bronchial  asthma  and  other 
respiratory  allergies,  inflammatory  and  allergic  skin  disorders,  and 
other  conditions  requiring  steroids 

(■'or  an  uuthoi  ilative  dibcusbion  of  the  properties  of  A RISTOCOKT  see 
the  A^M.A.  Council  on  Drugs  report  in  J.A.M.A.  169:257  (Jan.  léj  1959 


ARISTOCORT  Triamcinolone  Tablets  l ms.  scored  (yellow);  2 mg.  scored  (pink):  4 mg. 
scored  (white);  16  mg.  scored  (white)  • ARISTOCORT  Triamcinolone  Diacelatc  Syrup 
ARISTOCORT  Triamcinolone  Acetonide  0.1%  Cream  and  OINTMENT  Tubes  of  5 Cm.  and 
15  Cm.  * ARISTOMIN®  Steroid-Antihistamine  Compound  Capsules  • NEO-ARISTOCORT® 
Neomycin-Triamcinolone  Acetonide  0.1%  Eye-Ear  OINTMENT  Tubes  of  Vs  oz.  • ARISTO 
CESIC®  Steroid-Analgesic  Compound  CAPSULES  * ARISTOCORT  Triamcinolone  Diacetate 
Parenteral  Vials  of  5 cc.  (25  mg./cc.  micronizcd  for  intra-articular  and  intrasynovial  injecti'on ) 

LEDERLE  LABOKATORIES,.\DivisionoiAMERICA.N  CYANAMID  CO.MPA.NY,  Pearl  River, N.Y. 


CYANAIMID  HORINdUEN  CORl’ORATION 
Lederle  Laboratories  Dept. 

Santurce,  1*.  R. 


íjteiazme  brand  of  trifluoperazine 

will  calm  your  anxious  working  patient — 
with  little  or  no  drowsiness 


when  anxiety  interferes  with  work,  your  patient  needs 
a drug  that  will  calm  without  causing  undue  drowsiness. 
With  Stelazine  (trifluoperazine,  SK&F],  you  can  promptly 
control  the  anxiety  without  producing  the  sedation  seen 
with  certain  other  agents.  Anxious  patients  can  remain 
active  during  therapy. 


StolP  used  the  drug  in  50 
patients  with  anxiety,  and 
noted:  “There  was  no  drow- 
siness in  this  group  of  patients 
and,  because  of  their  alertness 
and  less  impaired  concentration, 
they  were  able  to  continue  with 
and,  in  some  cases,  return 
to  their  daily  work.” 

Stelazine  (trifluoperazine,  SK&Fj  produces  a fast 
therapeutic  response  — often  within  24  to  48  hours. 

The  convenient  b.i.d.  regimen  frees  patients  from  the 
need  for  a midday  dose. 

Principal  side  effects,  usually  dose-related,  may  include 
mild  skin  reaction,  dry  mouth,  insomnia,  fatigue, 
drowsiness,  dizziness,  amenorrhea  and  neuromuscular 
(extrapyramidal)  reactions.  Muscular  weakness,  anorexia, 
rash,  lactation  and  blurred  vision  may  also  be  observed. 
Blood  dyscrasias  and  jaundice  have  been  rare.  Use  with 
caution  in  patients  with  impaired  cardiovascular  systems. 
Contraindicated  in  comatose  or  greatly  depressed  states 
due  to  CNS  depressants  and  in  cases  of  existing  blood 
dyscrasias,  bone  marrow  depression  and  pre-existing 
liver  damage. 


Before  prescribing,  see  SK&F  Product  Prescribing  Information. 


Photograph  professionally  posed. 

1.  Stoll,  L.  }.:  The  Use  of  Trifluoperazine  [‘Stelazine’]  in 
General  Practice,  M.  Press  243:578  (June  29)  1960. 


Smith  Kline  & French  Inter-American  Corporation,  San  Juan,  Puerto  Rico 
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